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BzU 2-x^n^^K Br-Z> t -ZT^)V^ «b*U>o 

KzrvxDj $yv-)v<D$mmt tri*. wxtfv To's, 4-^h*v 

-2, 3, 6 - h V ^^;v^>-tf>x;v^— ;K DNP, ^>^;v^-^v^^^ 
, Bum, Boc, Trt, Fmocft^ffl^Wo 
[0 0 2 4] 

tt«£«>Rft& (KID #tfefcUCtt. Pd-«*iv»iiPd-ifttft 

0*0-4 ot:<7)jajKT^T^t?tt^>^\ ^s^&^-cti, ^JA^> t-v-;k 
7i y^ ;1/> ^^ r -y_ ;K /^^V'/-^ 



mSE# 2004-3029287 



mm.2 003-106247 



^-y: 19/ 



[0 0 2 5] 

Ti?Y\ t£1£«t-;v Cr;vn-;v (01*. If, ^nna7x/-;v, 2 
4> 5 -p j ^D7x7^ 2, 4-^hn7x/-JK i/TS**-* 
/i5-fn7x/-JK HONB> N-tKnW^'>5 K, N 
-thW7^H5K, HOBt) fc<0«r;V] 4:^fflv^*t4o 

[0 0 2 6] 

fKtC**0*^'> /V*0«KS<*> * * L fc * y K ^ * 
y^- Kfc'*«*U W^If titei-f* K*±JBL;fc J: 9 



tbSE^ 2004-3029287 



#M 2003-106247 



^-v: 20/ 



Jtt fzlt^'f^- K<Dxj^f uWlio 
[0 0 2 7] 

$H^MIP-3 «o«4h*^K*fc»±*^ttfci\ g^^P^^^KO 
^»v^fm:«3:otU^o -t $^OMIP-3 
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total R N A t fzlim RN AWfr^MM Ltzi><D Srfflv^TIt^Reverse Transcrip 
tase Polymerase Chain Reaction (J^T, RT-PCRffitB&ifli) izXoX 

[0 0 3 0] 

*HMip-3«*3-KnDNAtLm flix.^ : 1> 

[0 0 3 1] 

wsm&^i l, 3ttzit5xm^tL^^Mmmt^-(^Yv 

TTvW7'J^Xt^DNAtU(i, mt-lfs 1> 3t^li5 

7 0 %JsLh. J: «9 » t L < 8 0 %JJJL±, * L < 9 0 %JJLt, 
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* £r * L < itm 9 5 % JJUiOfflRtt fctf"*- & i£S@E?!J * & D N A 

(f, €V^ra7- • ^n-~>^ (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) KlBttO^&fc if K^oTfi 1 * ? 

M^h'J^x>> ii> 08*.**. 1- h y ? Ajftgri^ 1 9 ~ 4 0 m 

M> £t£ t < lift 1 9 ~ 2 0 raMt, fijg^ 5 0 ~ 7 0 °C. 0 % L < lift 6 0 

~ 6 5 r £^1-0 i-vv v 1 9 mMX-f&mm 6 5^ 

<£ *)£f$ L< (i> ^H^COMI P-3 a Srn- KfSDNAIt K^J#-^ I 1 
[0 0 3 2] 

$^MIP-3a«^KI^-KnDNA(i, IE?iJS^ 2 , 4 

t tz it 6 *ti r s y bre^i* r s j mm* i mi^o r < j msm<o-^ t 

JWJ — & L < tt^SKW 13 |W|— O 757 mifi^iJ «: 3 - K"t* tt*E#l ffifB L 

^HiOMI P-3 a fcHS?ffjK|WJ®Of£1£ (fl!k v^f-;Hf#feit^^ £ 
#ffcg-&t&t3u ■i-eh-7 p ^'l4^^) W^^^f K^3 - Kf^DNAt^ 
tL(3rv^35?S*>0-C*o-Ct>«l:v»o ttz, J ADNA, y;ADNA5^5 

±ist/im • cdna, ±uhfzmB. • c DNA 

TlfR T-P C Rftt: J: o TJiipg-T^ i fc & Q 
[0 0 3 3] 

JMfcW K (i. ^g§OM I P - 3 a (DU^y'f- KS:3-mDNAfeUr 
»±, ^iill (1) @B^J##1> 3 4fe»±5-C*$*L&ffiafeK?lJ**'t*DNA 
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[0 0 3 4] 

^^c^MI P-3 «J/;l±fW^^f Kfcn- Fi-^,DNA(i, 

v-^tpcRStao r i^rf & a\ * i±asi§ & ^ * * - 

DNA^ ^§goMI P-3 a<D— SP**VM±^«*3- Ki-ADNABrM* 
L< ^;^^J&DNA&^i&L£&<^h■>^^:^ , ; ^-tf-va >f^iti:j:ot 

^-.?tt-->^ (Molecular Cloning) H2J& (ffiifc) KfElftO^Fftfc ^fc 
[0 0 3 5] 

DNA<^*@fi?!jfi. 3r£q<Z)3ry K Wittf, Mutan™-super Express Km (M 
MM OHO ) . MutanTM-K (StB36 (80 ) ^£ffiv*T. 0DA-LA PCR&> Gapped 
duplex*^ Kunkel&^g#^0^*^v^{i-etLf)^mC^>^^oT^ 

[0 0 3 61 
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*jh3KVkUOTAA> TGAJ/diTAG^tUv^U^o ittibco 
[0 0 3 7] 

^©MI P-3 «4fcB*0«^^Ft3-KtiDNAtWrt* 

Hm^^ ttii, -frmm&%:V77X< K (flL pBR322, pBR 

3 2 5, pUC12, pUC13) ;tt«lft*«^^K («, pUBll 
0, pTP5, pC194) ; 0***^9^ ^ K (flU pSHl 9, pSHl 

/^^n^^^x^ifOiJi^^^^x ; p A 1 - 1 1. pXTh pRc 
/CMV, pRc/RSV, P cDNAI/Neo*»^tiSo 

LTRT'n^-^^ CMV i*H h ^ #n 4 H 

recA^-^- aPlT'd*-^, 1 p p ^n*-*-, T 7 ~f 

- N P enP^nt-^-4WiLv>, 

PH057 J n^-^-, PGK7*n€-^-, GAP 
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[0 0 3 8] 

^•*-/K #y AttJDS/^/K W^-*-* SV4 0tItVy> (&T\ s 
V4 0 o r i fcWfWitW**) fc**#*LTV>**©*J8v>&£fc**-<? 
a^-*-tUTtt, flfctf, ^tKnftWI (JTF\ dhf r 

afisr- < MTX) *^ * 

^ry. (^ T> Ne o r fclfrffc-ra*****^ G4 1 8»tt) <8tt**&»f *>*L*o 
Wfc, dhf rliS^SfW^-^AX^-II^lK dhf raMsT- 

ffc, eraser, fcinz&ofci/yi-n'Wffl*. ^^r-fr^ywie 

PhoA • v^^-;V@B^J. OmpA • V^fl/Kfllfc ^ s ; a^**^*-***^** 

iWP**^ mf a • v^jvffi^k sue 2 • isn-^mmt^; 

[0 0 3 9] 

a-Ki-SDNAj ^^t^^SWli, 4&»©2rifcfcttv^ iDNA^ 
xyx'JUTlIO^JttTti, fllxtf. xyx'jliT • 3'J (Escheric 
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hiacoli) K12-DH1 ifu v- v>^X • *~f • *f • * v a ^ • 
5 _ . 3-7- . ^^i>~>^X • • -9* • J--^^- (Proc. Natl. Acad. Sc 
i. USA) , 6 01, 1 6 0 (1 9 6 8)], J Ml 0 3 C* 9 * V y ? • T v v X 
. i; -y--^- (Nucleic Acids Research) , 91, 309(1981)), JA22 
j [y^ — • • ^U^-^-y— • /svfpj-nv— (Journal of Molecular B 
iology) , 1 2 0*. 5 1 7 (1 9 7 8)] , HB 1 0 1 C^-** ' ' * 

• ;MtDi;-, 41t, 4 5 9 (1 9 6 9)] , C 6 0 0 
^7** (Genetics) , 3 9t, 4 4 0 (1 9 5 4)] fr*W8v*fe*L* 0 

A'f^IfhttJi, 01*. If. -t7*W (Bacillus subtilis 

) MI 1 1 4 Cv->, 2 4i, 255(1983)] , 207-21 
;V • • /t>f * X h y — (Journal of Biochemistry) , 9 5f, 8 7(1 
9 8 4)] %b°&m^btL2>o 

mn £ LTIi^ 01 X. if. -9-y#nW-fc* «fe Hf V J. (Saccharomyces cere 
visiae) AH 2 2, AH 2 2 R "~ , NA8 7-1 1 A, DKD-5D, 2 0B- 
1 2 > y7t y # u ^ W -fe > ^ (Schizosaccharomyces pombe) N C Y C 

1913, NCYC2036, tf^T (Pichia pastor is) KM 7 

1 J&2f**fflv><b*L* 0 
[0 0 4 0] 

WS^Uit ^Jx.lf. ^/f^^AcNPVom 
&mmj& (Spodoptera frugiperda cell ; S f MM) . Trichoplusia ni<D* 
fltfi^coMG l#HJfe> Trichoplusia niOlPSJfeOHigh Five™«> Mamestra b 
rassicaeS*<7)« * fclfEstigmena acreafi^OM* £*&% v> <b *l& 0 << 
;i/7A J BmNPV*l±, Sft»t« (Bombyx mori N «; BmNtt 
) ftif#«v^*L4. 0ES fiftkUli, «£*f. S f 9* (ATCC CRL1711 
) , S f 2 1» (m±. Vaughn, J.L. -4 > • Cf-f (In Vivo) ,13, 213- 
217,(1977)) ft^fflV^*L&o 

(Nature) , 3 151, 5 9 2 (1 9 8 5)) o 

MWMMtVXlt, 0flxJf. t;«ICOS-7, Vero, ^^~-X^ 
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A^^-ilCHO (JslT. CHO«£:B&fS) , d h f r stfs^^ ■¥ - 
-XM^^-»CHO (&T\ CHO (dhf r") M^B&ffi) , 
LHJfe, 7-)^AtT-20, -^^.xn-^tt, v^^ATDCStt, 

[0 0 4 1] 

#7*5 — . ^7* . ♦ • if • — x.;*x.— (Proc. Natl. Acad 

. Sci. USA) , 6 9%, 2 1 1 0 (1 9 7 2)^v-> (Gene) , 1 7%, 107 
(1 9 8 2 ) ^ t'i:ffif ©^ftCt o tiSW - i I ^ o 

(Molecular & General Genetics) , 16 8%, 1 1 1 (1 9 7 9)4^: 

STOi^ #!lx.f£, ^ V y'X • ^ > • xyf^f^Dy- (Methods in Enzymolog 
y), 194%, 1 8 2- 1 8 7 (1 9 9 1), ^ny-y>^X • *7 • if • 

tV3tiV • T#7*^- • • t^fXVWX • ^7* • if • JX-X.*X-- (Pr 

oc. Natl. Acad. Sci. USA) , 7 5%, 1 9 2 9 (1 9 7 8 ) ^KIB*W>2fi*fc 

^m«^iy f B*(±> ^Jx.ii\ ^Mt/f^yny- (Bio/Technology) ,6 
, 47-55(1988) 4 ^cffifScO^&Kt&o XW&jm&k - £ § &o 

UlMBj&fi, «J&I*8U#8 §f«X^i£-7°n h a-*. 2 6 3 

-2 6 7 (1 9 9 5) (^Bttf&fr) , ^nny- (Virology) , 5 2%, 4 
5 6 (1 9 7 3 )JC|BIRO^tt^l£o-C^R<E*"t*ifc 
[0 0 4 2] 
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v\, smmt 

> ^ f -_ 7 » . i; #-tf-f>. l*|Ji^r^. ^Slfi, ^WvaftJfcii 

>m-7K*t- h u * a > mt-^y* ~> * a * xifizfi^wga? ° £ fc> % 

^Va-^, *^^ym^^tfM9^% C5^~ (Miller) , v>-^ 
. 3-7 . jc^x^V ^ "f>- tV^r^?- • v^^-r 4 y (Journal 
of Experiments in Molecular Genetics) , 4 3 1 -4 3 3, Cold Spring Harb 
or Laboratory, New York 1 9 7 2] Lv> 0 *RCiO, ^t-^-i 

Hi^^jvxiif^sil^Mfti, 9#»3 o~4 oxre, &6 

(Burkholder) (Bostian, K. L. «b, -fu*s-Vy ?X • 

• -9* • tvat^ • T#7*5 - • • *Mx-y*s4 X ' ' ' a--^ 
*x- (Proc. Natl. Acad. Sci. USA) , 77t, 4 5 0 5 (1 9 8 0)) ^0. 
5%*f^/f^ft^SD^i [Bitter, G. A. ^Dy-yWX-t 
4f • ^-5/3^ • 7 # -r ^ - • • J->->>f ^ • • ^ ' -a---*-* 
.x- (Proc. Natl. Acad. Sci. USA), 8 14 5330 (1 9 8 4)]* 
&m\?b*LZ>o JfrHlO p H tiu ^L<li^5~8t^^ 0 *&SH±. 2 
0°C~3 5*C-C% »2 4-7 2 l5Wfrfcfr*L*o '^^SCT, SMC*t*#«:fr 
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Wz.& Grace's Insect Medium (Grace, T.C.C., *<f (Nature) ,195, 788 ( 

1962) ) K&mik U10%f S'JfiLifM*0&ira*» * Jtein v » ^> 
K&o *»<DpHW\ »* L<li»6. 2-6. 4t2b4om ®#^J 2 7 

5-2 0%Oj|&ilB^JllLfll**&trMEM*&* [^M x. > * (Science) , 122t 
5 0 1 (1 9 5 2)) , DMEM^f* [tf-f no^- (Virology) , 8 3£, 39 
6 (1 9 5 9)) , RPMI 164 0^% Cv>~^ • ' V ■ T * V # > 

• ^r*-f • 77yx-->3 > (The Journal of the American Medical Asso 
elation) 1 9 9*. 5 1 9 (1 9 6 7)3, 1 9 9^» (7*n^W • 

. . y^-^fai^- ^ . 7 * - . 4f • tn^JV- * t-V * > (Proceeding o 
f the Society for the Biological Medicine) , 7 3t, 1(1950)} fc^ 

*c~4 cc-e. ^ji 5-6 oisrafrfcfcft&o ^^c-cii^m^^^fo-r 

P - 3 « £ tz ^(OU^-f^- K L* * ^tK-Ho 

[0 0 4 3] 

>i&if«)ieSWJ^ hVh>X-100 TM^^#MSttSJ**^"**tT 

o 
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[0 0 4 4] 

~>>\ ^h'j7°y^ K^7°^?"--fe\ -fuf-J 

y i; n v ^- -fe*& t^JB ib tL& 0 
^< UT4^tS*^OMI P-3 a ttzit^<DU^y'^ KO#£ti, * 

[0 0 4 5] 

Sfefc. $H^MI P-3 «*fcti:*<Z>«^:/?-K«U ±IBO^|§^OM 
I P - 3 a ifz&^OUfr^y*?- K4r3— Kt^.DNAi:M£tSRNA5riS 
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[0 0 4 6] 

^IfiUJfe^^^v^T^^tL^^i ^ M I P - 3 a l±B&&L&KZ:<D3km=?-m$i 
*qRi*fc±.#U ^MMtiW ttll < M^t^c 

M I P - 3 a H#-r**JfttW*«)*#K* OKAA*^^^ 

sSi-ffi/M - * itH, *ftWoM I P - 3 aWJmt^ is • 

[0 0 4 7] 
[0 0 4 8] 

MI P-3 9 MI P-3 a<^14£1&T£-£&tffC£ UTti, 

tffl&tf, M I P - 3 « t /ilifOSS^f - K^t* MI P-3 « 

M I P — 3 a ©^»ttflS«llt*IW**W*- M I P - 3 a fc 
[0 0 4 9] 

l^H^M IP — 3a&L< ti-e-oSB^^ K*fcl±*^l*fc*tt"*8Mfr 
$^(7)MIP-3 a i>L<i*ZOWfr^7rVttzte*:<Dm.l l Ztt-fZ>%zm* 
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tt#WF(ab')2 > Fab\ Fabl^ *iv>li?TMi*©e«fcI 
fc*V:x*-T?*ttLfc*flffit# (s cFv) ft^ctU^o 
[0 0 5 0] 

*#SOMI P-3 a 4 L<tt*^«^f Ki^l«»* (^T, %m<r> 

[0 0 5 1] 

J 9 n - ;v#L#<7>fEH0 
( a ) y ? D - 1r /Hft#jS&*M&*>ffc* 

*mmMi p-3 ait, ^thaiiij^Lt, 

;^?K v?X> 5«;h, H^y, -7 h V#^fk*L&^ 

mkif^^ ^^B^m<Dm^hfttzm^MmLm^^ 2-5 b&kimk 

;V**-f>03r& [*>f?-*- (Nature), 256. 495 (1975)3 C^«tt4i 
fc^iio Hl^i£«J^b-C{±. ,f.jxfV>^'j3-;V (PEG) 

[0 0 5 2] 

#M«i:bT{i, 08x.i£, NS-1, P3UK SP2/0, AP-1* 



ffliE# 2004-3029287 



#12003-106 24 7 



^-y. 33/ 



-2 0 I 15gjgT*&*K PEG (fflKliPEGl 000-PEG6000) 
^1 0-8 0%^EOjtE-e»^tL % 2 0-4 OTC, ^K(i3 0-3 IX, 

xJ£\ 1 - 2 0 %, ft Z L < J* 1 0 - 2 0 %<D^1fe%tom*^ts R PM I 1. 6 
4 Oigitik 1 - 1 0%O«J^Ifitfi Sr-g-tf G I TJgftb (fO^ailt (*) ) * 
*v»tt^>f:/y K-^*fflfelflLVS^ (SFM-l 0 K HtK»H m ) & 
^fflv»-5it#T?lS, «Ht2 0-4 0°C> ftt L<(i^j3 7°C 

[0 0 5 3] 

(b) ^/^n-t^#^il 
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obu deae) m:*iRjtt5»^ jB»t^ r^zmm, tm%n& 

[0 0 5 4] 

ij ^ n - f - ;v#L#OfER) 

^-ttHSD^^^^-C^^^-^^^^o ^tfiM 

&0. 1-2 0> 0f L<{iltl~5<7)#J^T^7 ,, ^^-^^>^^fflv^^^>o 

^fi, ®#&2~63l4iKliar^ fH$3~l O0fi^f^t)^o 
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[0 0 5 5] 

fc&fc* kh*fc»±«bO«fUHl ! » («K 

[0 0 5 6] 

;K att^T^ WVTA ttft-feA'n-.x, «tMEHKn 

>f ;v 5 >^ -> *t ^ ft if^if H& o 

;i"tr ;v n — 7. > stf V tf — ^ tf n V V > ft £*# s ^f bti&o 
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^ 7 ^y^^>, a^tn-H/, b y Ji?y-;VT^ >\ b U * 

^>m^-b'J^A, ^yf-^mt-bU^A. S^mf-b'J^A^^^f'b^o 

»»<Wffl«>*Kift«fct-c»i, ^f7^vf'Jx^/-;v75^ 9*y/mfc 

mmmonmbtotLXK, y>wu wwi. jwwil ^x>w4^* 

o 
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[0 0 5 7] 

n#j ; -RXfrnm gcr&mL &nmm. wmvmsm. mmft&mi 

[0 0 5 8] 

if^iiltfflML, *v»Tj6Ki:J:i), ^^^^ »#tt**^»i 
[0 0 5 9] 
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^•b^n-xiil^ ; * U^Bta^y v-L Ct'f f M OSS 

-3 0D5 5 0gjn D n£) , n-A77Ktt), ^H'J^^J^-S C 

^jfcft 7 A )\> A n - t v t T i± , #1 x. ( £ ^ -t ;v n - * if <£> -b 

[0 0 6 0] 
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if) fc*ffc#toktt»8i (flu ^StK, ^awAffi*, u^^W) **v»tt 

[0 0 6 1] 
[0 0 6 2] 

• ^l*Ofc#M£fl§1 _ **£'fcti^ ^H^O*iL#:^ 1 ®M:t It, M1T0 . 0 1 
~20mg/k gttSSK, fftL<l±0.1-10mg/k g#m®E, £ «b 
K$P$L<Ji0. l~5mg/k gftlgitSr, 1 0 l-5@g«, «f£ b<tt 

[0 0 6 3] 

MI P-3 ato&m.KW&'t&mV.t UTtiu fflKti, *WMIP- 
LTIi, ^IPJOMI P-3 a t^Hffl»W4:a*K9!l4 
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[0 0 6 4] 

MI P-3 «*a-Ki-*«Blo*afeE5!lfll«»w*-^§IWH'U ^tHo * 
a Ki-&^£^<bi|£¥$*L&RNA^W 7*y ^"f X-t* i £: 

I0 0 6 5] 

*U»0*« K#WHRI**i < * *»W«>M IP-3ata- KtSRNA^ 

M«*#*-r*t«dT, »1 5-^3 0*£2£:frfcfc**y ^J*^*?" K*«»*tv^ 
;&***UwRj£3*L*v*o *mJWMl P-3 a«T3-K-T 

4tg^©5' sgA7e>;w^ 5' s§6-^-*^t • y e- K 5' »^ 

KV % 3' *MnRMt. 3' »/<i;>Kn-,MW*. *3J:t>'3' ^7^>;V 
R N A & L < ti*I»Me¥]£!» fc / y ^ >f * t T §6 R^OfflR * Btt & £ 
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[0 0 6 6] 

D - 'J *-^^^ltv>|, ij ^ ^ Vtf K> "/'J^T^i 

(ills i^'n-ttDNA^RNA^^l.til^Wi 1 ^Si^^TV > 
^it*<7>#* * ff#-t- & IBS frfcoja^V^KSr & ) * iftf^f «b tt 
&o -?-tL<b{±, 2*iDNA, 1*«DNA, 2$fRNA, l^HRNA. $ 
<b 13 D N A I RNA'W?*) y £ fc**T?£^ % h\Z$$i$m^) * ? V* 

f- K ( 4 m¥W* V =f * * V K) > $ <b I' (±^^^f5<7)#JP $ * 

K W*HJx^^, *X^75f-h> */w**-hfc^) 
nyfti-f^t') £3#o&<7X WillJSei U^V7-fe\ ^^T-fe* 
Wilt ^t7*7^K4^) fc^ffi«&a£fc^rLTV**fcO, -0* 

^-T&fcO, T^^M^PJ*#^i"*<>^ ^Sftfc*fr££«F^>fc«> (fix. 
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[0 0 6 7] 

TV^-t^^Bfcti. RNA, DNA> *av»tt|jEj»$*L/i«Bfe (R N A> D 

na) t?2b* 0 ^ztLtzm&<v&imtLx\m&<owM&^*T**x-7 

7t>(^«iS^a ; ^iS:#<^^^^^> J. Kawakami et al. , Pharm T 

ech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Crooke et a 
1. ed., Ant isense Research and Applications, CRC Press, 1993 fciTKW^ 

[0 0 6 8] 

m^tife**?^©*-^ i^vjK^vr—e, RNa s eftW^vr- 
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[0 0 6 9] 

i^mM<OMI P-3 « *3- FnmRNA^ L< »i«€5T*I»He¥0* * . 
RNA^«Stfifcffl«WWJ^tS-tl:J:^ SflSmRNA^* 

HRk-r-s^^ y;ADNA^iti.-t^v^v^$t^^fim^t 

&o **W©MI P-3 a^n-FtSmRNA^ttC*W$:i:^ 

f^iJ:^^ [Proc. Natl. Acad. Sci. USA, 98(10): 5572-5577 (2001)] 
o Sfcte, 'j^MAt **L*3- K-r&DNAi-^tfl&a^^^-^^ 

SELfcffi^S&KStttbfc'^^ ? K'J WAtf^itK'^. [Nucl 
eic Acids Res., 29(13): 2780-2788 (2001)] o 
[0 0 7 0] 

^|OMI p-3a^- KtSmRNAi L< »±5W£?-*I»ME¥0»O3 
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(small interfering RNA; siRNA) fctrt^ **lfi07> 
<f-*>AmWLK&&2mMZ>o ®v*r>|c0RNA«r«IIfirt»w*Ai-*fc*C5RN 
ACfflW!l4mRNA)WMISW, i/^SRNAf^ (RNA i ) fc*tf*L 

JL»««BIfi-e<>i6i*ii:*««B$^ik^e> [Nature, 411(6836): 494-498 
(2001) ] „ V W-f A L B S *LT a o 

- 3 a & 3- c D NASSAU *> L < li*V 5 v Z DN A@£^J1t#^fto*v^T 

mRNA^K l±20»ME¥m&<Z>«to«# £&5e U OT<7) DNA/RNAglb 

* m.RT/T y 7* > £ D N A/ R N A g Mfo&fc t > MS & 

7--'j>^iiI , t l -e> witif, o~*^9 5*c-e^i^^tt$^m 

, *Ej3 0-&J7 onC-el& 1 ~#Ef8«FWT^— V V^S-frfctfcfcJ: 
[0 0 7 1] 

Tf -V «7^;v*^ 7f^f-f^7Vyi-f7 K 1 )^^^^ 
(flU *-**\ 7**, 4*, ^vfti?) 



mum 2004-3029287 



#M 2003-106247 



45/ 



ftBtfctStW&Jfr&S -^«J«A (#l6 0kg) fcfc^Ttt, -Sicoi^ 
7>f-b^S9^0. 1-1 0 0mgt4t^o 
[0 0 7 2] 

$Hil07>f-fc>^i®l^ ^*fflfl&fci3lt&##&9!<9MI P- 
[0 0 7 3] 

■&5km\**fc. MI P-3 a fcfOf§#:i:^«:fflft £fct±M 

ip-3 a ^ ;vit#fsat?stt £ i&#-r £ ^ @ £ ^r-r & • 

MI P-3 <r<9^t LT(±> MI P-3 a h#^^|g^tTv^*^;V'lf 
tW^ftffl*^-ttO-T?**ttf#^«lliRtt*v^ m*-ti. <2r£q<0M I P - 3 « 
C C R 6 h o r^iO C C R 6 J (4, 8ffe 

{4iB^j##i o-e^^tt^r? /mw,ntm— *> t< iimt«ii:iBi-^7 5 

m@B^J£'a- ; Pr1~&*>'^®J Jhffi<0#HW<aMI P-3 afcj3V»-Cf£iE 

[0 0 7 4] 

MI P-3 a t-e^ffrt^^PEft^ftSt^ #fl£ti\ J^TO*l&lS 
I P-3 « i> U< li*0»^^Ktfe«i-€-0^ £«fcOV£ fcliMI P 
-3atl# (0ix.tf, $WCCR6) &L<i±^<»$^7 0 ^K:££te^ 

{±JiE# 2004-3029287 



#12003-106247 



^-v: 46/ 



[0 0 7 5] 

-3«J fcWEtitW 1 **) S*ir/4fcttMIP-3«rW# m*-K> 

i'/^»lfi^v»T, £*L&*SL«LT#fc r*«WWCCR6j «|S-f& 
tffiv»4£i:tWlfct*, :«&9!<0MIP-3««>»tt 

OMIP-3«t*»WOCCR6fcO«S#«tt«:«3e-Jt«-t4. 00 
^MIP-3« OflPfl£Tfc»W«>M I P ~ 3 a £ i OWMb^ffttT k 

-c\ $»ccr 6 im&+&tei>**+*Mte* z *v** y ***i m & mm 
tt*«5& • flaw* - *»w«>m i p - 3 a ©flrafciw-r 

JMfcfi«jKI±. t^^^^^T^it^fiPfiET^^v^T. ^x.{^> CCR6 
5?>W®m [*«W©CCR6t3-mDNA, ERIW. 7 4fcl± 

BW«Wa*»»3 4 3-1 4 4 0-C***i*«U6I^J***t*DNA, 

1 3 C***t*ttlWKW*tt*»^3 4 3- 1 4 4 O^S*-***^** 3 * 



£ii|iE#2 004-3029287 



#0 2003-106247 



^-v: 47/ 



mK^xmTt^^tmm^m^mm cho-ki»^) mmo 

HJOMI P-3 a Sr^^OCCR6 t^^B*^^ ^ftt^MI P-3 « 
^IcMi-^^i^M^tTJt^i-^. (2) MmLtz*mWMI P-3 a 

OWmftl'&l&Z^ ItUMI P-3 a^mt/cJi^S^^i"^^ 

-kmzwmhxitm-tz, (3) ®u*»Mip-3«t ccr6£ 

I P-3 «0»jWJS4/t«i»ilH^^ , t4jft'&»*«l5feL,"rjfc«'t&« 
[0 0 7 6] 

^<7)MI P-3 a a^MZfrfc?>;-<?MtLX-&%W<OCCR6ttzli 
^ATDC5«, CHO«^^«0iWW^ U<fflv^*L* 0 

miE# 2004-3029287 



#0 2003-106247 



^-v: 48/ 



f&te**, SttMt^Oil^TfcJt^T, &J2 0%^±> L<(i3 0 

, i>)^l< lift 5 0 %&±*4>3*;fc*Ht\ *oWMfc^««:*»W©M I 

p - 3 a <nm&*imirz>tt&m t L-cs&i-a - twz 

[0 0 7 7] 

m i p - 3 a <d%m\*t > * h «*> »tL< \**&m<n c c 

^^U-->^^>^ 2|s:|§^OCCR 6 =Sr^-C±iao (i) £fct± (ii) <^ 
[0 0 7 8] 

a 43 i t>V£ iz\*1&m<n c c R 6 £^rf & *> whko S/^/MWHSaHS 

zmtjzmirzmMtLximzti'Zo *&w<om i p - 3 

[0 0 7 9] 

^-/^ Ki£f&fr«K 3&#£j£«Kk afli&ttiffi^ mt»«m^> W)W& 

MfcfflmflU «^^<bjg{m/i^t;t^5i^<7>^T^^> $»MIP- 



ffiSE# 2004-3029287 



#11 2003-106247 



i-y: 49/ 



[0 0 8 0] 

^OM I P - 3 a o£«#Ste*tt* * * « ~> ^ *->MWMS8«tt 
*»H©MI P-3 aOWWItfStt*^/*^^ 

«fej*fl5tt*ia#i'*'fk'& i lfe4^tt*^>**> mi ttt, sure oi~2 

Omg/k g#MfIE> IfflKiiO. 1-1 Omg/k g#itS, SfcKSP 
£L<&0. l~5mg/k g#tm 1 B 1 — 5 04 t < *± 1 B 1 

~ 3 seat. t*WJti f)S4ts^«^**o «w>«n««* 

[0 0 8 1] 

$H^MIP-3 « - K^**^^ JKdlJfiLlci5V^-C5l3g^Sn"t* 

L^ot, IP-3a^- Ki"*aUfeKiW4 fet±*0-«S:^ 

«WOMI P-3 «*3-K-T 

[0 0 8 2] 

OMI P-3 t*4t*t**tt4ifi*««U H*ftTOMIP-3« 
OmRNA4£«iE • Jfctfc-f*o 

ffiSE# 2004-3029287 



#0 2003-106247 



^-v: 50/ 



^ V ^^f-V3> N **vMi^>f^-fc fC*»W©MIP-3 a*a-K 

< a 3 0 %J^-h> i «9 »* t < c±*i 5 o %ja±&#***WM&M&*- «^ 

[0 0 8 3] 

**W*>M I P - 3 a * ri - K1-£^^3§m*f±> «W«M I P - 3 a 

IP-3 fl r^Sf^ *ftlfiOM I P - 3 a ^tittfriffl''^' ^ 

£ L < I* 3 0 %Jft±, iWKlift5 0 %JSLhB#***»«Mk***- * 
[0 0 8 4] 

MIP-3«t±, (fflx.il CCR6) fctt*LT»£S#»BH 



ftfE^ 2004-3029287 



#0 2003-106247 



^-v: 51/ 



OCCR 6 ta^i-*tt***i-*«l**««U SlftWC'CR 6 0mR 

fzs^fgmoMfcfc. $moccR6 &jt^-&f£ft£^&M&i£ifc 

MIL, *^CCR6^t-5Wffl^ <2r*n^^> 0Bx.lt *.x** 
^«|*f. ELI S A^^if^i^liWil^*^^^^^^ 1 
&o CCR6fc#1-*tfc#*±. IBM IP- 3 a PM»0#ft*ffl 

[0 0 8 5] 

3 a iC*f-r«»tfi;#, ^<0MIP-3 a.*M8i't&W3 
tt*««OCCR6 *»CCR6 «rKfei-*tft***i"*IB 

[0 0 8 6] 

fl*fr*4fctt*«!>ttWU ±«LfclUMt**K Mitt ^^F. * 
^7°^ Ftt^tK -g-jfrffc-^ M*tfiffi$u *»»aj$u 

tli|iE#2 004-3029287 



mm 2003-106247 



I 52/ 



3 aff:W»CCR6<7)|li^aSt^M^;l^^t$.^o ftffc 
^SfcLtli, HtlffiL/i*^OMI P-3 aOmtlWjttO^^^fflv^tL 

[0 0 8 7] 

±M<D*W%V>MI P-3 a ttzlt^mMOCCR6 0m^m.mir^t^ 

S*H*fctt> fflOMI P-3 «S^I±*I6^CCR 6<*>3&S*M1-&'fb 
&mttz\*%:<D&*, 1 Eft*: UT, ii#0. 01-2 Omg/k gftlSE 
jfJL<li0.1-l Omg/k gfcmmm, SfcfcJJtLOiO. l~5mg/ 

k g #*is. i b i~5 mmm, &t t < i* 1 b i ~ 3 mess. ^*^A#n~ 

[0 0 8 8] 

[*nioMi p-3 « & l< \±z<7)Ufr^7°?-yz tzi±z<Dm.<Dfcm.] 

*%WVM I P - 3 a K^-T <2>i5vffcte> **«OM I P - 3 a *#*Wtw»|ft 
i-^dt^-ei^O-e. ttl^O^^M I P-3 a <7)^». 

(i) *|&9§<*>MI P-3 «fc*t**$itf:fc, tmifcSiiTOIItffc 
©MI P-3 « fc**frfrKJfcRJfc$^t\ mfofefcjfe&LtzffimtZti>tz*&WV> 

mi p-3 a<ow&*mfe*&z£*^tir&fflm*<o*&mv>Mip-3 

di) w&mtm>±ttf&kLttf£w*>M i p- 3 « Kmr&ffifc&z&ffi 
mitztifzffl<D*§&w<DMi p-3 a Kft?zfcfatzmm$>2>^teMffito l > z fc 



ffifiE# 2004-3029287 



2003-106247 



^-v: 53/ 



tp(D*mM<OMI P-3 a<0%Afe*m&1-& 0 
_LfB (ii) 03ei&^^v>Tli> -toStWHIfl^M I P - 3 « ON»» 

[0 0 8 9] 

I P-3 a^**^**-***^ MM$k&m~£2>tfift*ft% ; ) Zti>X%2> 
ab')2 - Fab\ &&v>t;iF a bBj^ffi^T & £ v* Q 

$i^OM I P — 3 a ^-r^^^fflV^^II^OM I P — 3 a O^KScte 

o 

[0 0 9 0] 



miE#2 004-3029287 



mm 2003-106247 



^-v: 54/ 



MI P-3 « «fr^^> ^n-^-;vtrL#^^f&^-<i- (2#EJ£) /Fit 
{bffi#Jh<^M#J<^14&M5e-f & - t i "3 WaftftfO^SIWOM I P - 3 a 

*ISM^t> K-f >yf©: J: 4**i^M I P-3 1 
2TO4:ffl^f>W^OMI P-3 aC^n^/^n-t^ 

o i"^^^>> l^jS^i^2^KJS^fflv^tL^>irLWi, mJx.t^ 2#UxJ£-e 
fflv»e>fL&^t#*», ^HJcoM I P-3 a© CJW8£Blltt"**£\ 1 

[0 0 9 1] 

<r>%, 5WJ60«IWIW(F)fc, «C*fc»frLfc*IWW (B) (B 



£tifE# 2004-3029287 



#12003-106247 



^-■5?: 55/ 



[0 0 9 2] 

(*2HR) (is^«i£> bsw5 7^»if) , wwmntn mmsiL& 

(& 3 IS) (B*tR, BS^O 6 2 4£5Ht) > TMethods in ENZYM0L0GYJ 
Vol. 70 (Immunochemical Techniques (Part A)), El* Vol. 73(Immunochemica 
1 Techniques (Part B)K 1^1* Vol. 74 (Immunochemical Techniques (Part O) 
^ |fj^: vol. 84 (Immunochemical Techniques (Part DiSelected Immunoassays)) 
vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies a 
nd General Immunoassay Methods) K R# Vol. 121 (Immunochemical Techniqu 
es(Part I :Hybridoma Technology and Monoclonal Antibodies)) Ckl_L> 713 7" 



miE# 2004-3029287 



^0 2003-106247 



^-v>: 56/ 



w±©i^:it, $ti^Mi p-3 a Kn-r&mfc^m^&z. tizx-^x 

, *^^MI P-3 a ^IK^m^i^ti^o 

$ £> ^te, ^fPJ^M I P-3 « }:Mt^^^ffl^t^«OM I P - 3 a 

©If^it^^t^io^ ^ip^mi p-3 « o^Jt^iiin^ tzitm^ 

*^(DMI P-3 a H^-r&#L#{^ #^&>^& ^^^^-^ 
^^^HJOMI P-3 a Z$>ta,-?2>tz®K<mmir2>ZttfX^2>o Ztz, # 
3§9!tf>MI P-3 ff *iHt^/:i6mt^»7A^m #IMB#<7)#^ 
H^^^HJOM I P-3 a O^m. ®Lmm&\HKi$tf2>*§$:W<7>M I P - 3 a 

[0 0 9 3] 

^OMIP-3a*n-KnDNA GHK^WrlSS) 

NAJ fcHMB-t**^-****) tt. -fu-yt Lri&m-f&ZtlzX 0 

H7v\ ^/y> ^j*. ic&tt 

-5,$WMI P-3 « f ^(i-eo^^T 9 ^- K*3- KnDNAtf:{imR 
NAOlt (aUSTHS) t^i^Ot, #0xJ£> iDNAifc 

limRNAOm ^3S***vMiHa<g:T^> iDNAJ fcfimRN A<£>ii 

^r'JN^f-ya^PCR-SSCPft (y^y^^ (Genomics) , H 5 
^, 8 7 4-8 7 91 (1989 30 > /ny-i?y^X • ^"7' • • tvat 
;W • TiJT^ — - $-7* - "»M i>WX • • a^^Ji— (Proceedings of 
the National Academy of Sciences of the United States of America) , W> 



WSE# 2004-3029287 



003-106 2. 4 7 



57/ 



86i , 2 7 6 6-2 7 7 01 (1 9 8 9^)) * * OMrf* - 

& o 

PCR-S SCPfeta t)DNAO^IIA^lH$*i^^ K-ttfiSMS 
if K X h B • tt&MMF* * 5fc»t T v* * * fc tt ***BMHi * * * * TfflStt 

[0 0 9 4] 

[DNA^t&tf] 

#fPJli> ^*ttO*««©MIP-3«t3-mDNA (WT, 

(1) ^^*itDNAi^(^^lDNA?:tt**t MffilLtt«J. 

(2) *t mtsjftw^yiiwii**^*** (Dism^ittJ. 

(3) y-/iMfti»**^9^*/ili9-y b-e*** (2) ffiftOifclK 33*^ 

% 7^nr/yx^y 3 >S> ^--r^;^^ DEAE-t** 

^h7>^n:± 0 BWti-&DNA4r4B^'t-aii:t-i^^W't*ifc** 

awfc*ra»w^*ttDNA*<6»u m^«> mwgm*t*Kmm-f2> 



ttiiE# 2004-3029287 



IfrM 2003-106247 



: 58/ 



5& y t*)t>W-W7s W^tVX, C5 7 

BL/elt, DBA23Mi5ftfcr, ^iltU, B6C3Fim BDFi 
Xtt, B6D2Fim BALB/cm ICRMfc**) 4^'^ ( 
0Ox.if, Wistar, SD^if) 

ill BO* t b WILlfctl OHfe £ h * i^fc Ifhti&o 
[0 0 9 5] 

, 3£$^m&£:*) #tktfci><D. J^fcrnKii, M.m<7>ttiU, Hfe^M^<^ 
$^«&DNA^OTv^tL^> 0 

if) fi*ODNA^m^^9^#m7°n^-^-OT5St^ ^H^^hDN 

Atn-frUDNAa^ h («. ^*-&^) irnm.m%W}^)^n 

C5DNA & S5S£8-r & D N A*e#Ht?L»l& £#tti-f & ^ ^ ^ £ * ° 
[0 0 9 6] 

mffiE^F 2004-3029287 



#11.2 003-106247 



^-vl 59/ 



Jfo/^fiJfofcftH^j^ 7-9fVKl, Kl Ofc-fctfKl 4, n^-^ 

»yK ^Fn7TA i5BIS»^V7^77^-b*> h 'J? 

ASfBRttH^ rt&^^-fny>^t-e (HKKT i e 2 t*Z*i&) 
. t h 'J -7 A * V> A 7f / 3 ^ (Na, K-ATPase) > 

za-D7^r/hm .**n?-#*>r ^ I&i^I I A, ^n/ntf 
-tf lffl&J MHC77X ISlH (H-2L) > H-ras, V 

K-^$>^-*iMb*3R, Wm%^^^r^^~^ (TPO) > 

is>mAl**i&2* 5x'j>*«^>^^ ^n^DT-rA Thy-K 
^ny^A H^UTMS (VNP) , jfr?#7Sn>f KPn K 5 

^^nTjtg&^M f>#D7^W7°0*-^-, KljOiftH^ 1 « 

(E F — 1 a) co^nqr-?-, t h^i^ h 'J j87^f 



ffiSE# 2004-3029287 



#0 2003-106247 



^-v : 60/ 



$f$t<, Wx.lt «>>f ;v^fi*i5J:^«l«ILI6«»fi*<0#DNAOE^I4:ffl 
[0 0 9 7] 

fOi, aWti-A^ttDNASr^^^ttl^^^BW-C^DNAO^^ 

^n*-^- nit o 5 ' ±m* 7u*-?-<mi&t msmum * & ^ immw& 

jEftttZkWOM I P - 3 a <DnWMm$, t h 4 fcte##»i?Ltfr% (0flx.MT 

sHftiPiniigL&H k & »t * «pj <7)^^i* dna <r>w& f±, nm.m%W}^om^ 

DNA*5c3fe^««F , t*ii:*fllSt"C, iDN A4fr£i&$l t ItlfOUff 



tttlE# 2004-3029287 



#12 003-106247 



^-v*: 61/ 



mm& x zFfomMv^x ^mm k&&it * * ■? \z^m £ k& o d n Aimmk^it 

o 

[0 0 9 8] 

m<DMi p-3 ao^/bjt^^i&^i-^-^^^^ ^(omm^r^mmt l 
mom i p - 3 a <D^-jhM&^, jh%w<DM i p - 3 a ^mM-r 2>m&<vmm 

mi p-3 a <Dmi]m®LZ^-f2>z tfrb, *5tm<oMi p-3 aizm&i-zm 
y y$mz mm wtg-e* & o 

&DNAZ£fcKfcm-t2>Zt*mm.LXmDNA^W}%!}£ LTSHt?>t5|W3t 
^T«tl»IW-r^Ci:^m^^o £<b^ @6^<hi-^^DNA^Btr^7 ,, 7^ 

Mi, I^D NAIf oTMtl. i t^ti ^ c gr^P 



ttiBE# 2004-3029287 



#0 2003-106247 



^-v: 62/ 



4Mtt©^TfcMEl-* * ? K«»**t*. DN A|E^©f*m«M&«>E*«» 
^>n*tt D N A £ g it *^ *f £ omolftfcO^ «i, * ^EfilS* * tfttHfllfc 

[0 0 9 9] 

S-frfcti/CfctK rt^^ZE^D N A COM £ ISSi" S £ K <£ *)*»WK*f& 
BJcoM I P - 3 a ©«ft5p®ttSPFJ6* t * * - *** * > ^-O^IR^f ^tt* 

BJcoMI P-3 a^M^ttM^^^iSlt^*^^^^^^^®^^^ 

(dominant negatived) fcAW*"**^^* 

o 

I P-3 aOi#iD^£^&£t^P>. *WMIP-3 «4fcli*l^fi 

fti^mt^Ri-WJ> mmm> bbjuu <i>mrm^t: 

(D^HWO D N AtEfHft»<Dttlft*0 D NA*>L<f*RNA *MB9*f 

I p-3 aia^P^W^^Wt^T'fF^ilti^^t 



miE#2 004-3029287 



#M 2003-106247 



^-v I 63/ 



[0 10 0] 

Sfcfc, *f&WODNA<g»lM&*JHv*T, *fl^MI P-3 aOWfefrft 
®.m7FJ&&% , ;fcf£HJ!OMI P-3 « HMji-t^^BOB^fiEtfc^W^ 

#f&IEOMI P-3 at^itS^^^^t^ 

j&k i * -%Ltfim&<omft& * vast* k jra-r * £ t o 

Sfcfc, *»WODNAlE#»»«:ffi^r % *&W<DMI P-3 a <7)«TO 

ttia>pjE&jiE*'frtr, ^©mip-3 a tcna-t&^BoMaaoHi&ifi 1 * 

10 1 0 1] 



ffiSE# 2004-3029287 



#11 2 0 0 3 - 1 0 6 2 4 7 



^-v: 64/ 



(1) #3^<7>DN AriS7R&M^*L£#t: b"*&SM&E#SBII&. 

(3) ^tv^yyittT^^^ (i) mzm<D%mfflm. 

(5) y^tfrW 5 ^*"^*^ C4) JglSfc^Kf^tt. 

(6) ^^<7)DNA^^14^$ttf^DNAl&m^#^ M«?L», 

(7) ^DNA^V^-^-it^ (flU »Ii*^iS-**7^fy^-b*I 
-fit*) ^^A-r^-^^i^^tSM^tt. ^V^-^-it^T-^^^DN 

(8) vm?mm t ryM®)M'?&z>w> (6) ^fam<^t: hni?L». 

(i o) ^ (7) mmvmw^ nmk&w*^^ vx-t-mtt^ 

[0 10 2] 

& W O D N A A»» * IP * ^ ^ K * 9 - DNA 
«B**P«B-r&^ 4 L < littDN A**3 - KUv»4*IS«OM I P-3 « 
tt*£K« DNA^f6^:*H^WM I P - 3 « © 
S&SfB&^S* 1 '* (&T> ^O^'^T^hDNAfcttSit****) * 



fctt§E# 2004-3029287 



#1P2 003-1062 4 7 



65/ 

t 



[0 10 3] 

U ^x^y^t^^v^v VWtefifc^ Mm^> >fttjM6? 

**v>lil acZ (fi-tfzr? \> ->^~ 
) . cat (^n7A7x-3-;i/7-bf^h7>^7x7-HfSfs?) tft^ 

po l yAftJjDv^t^iif) ^#AL, ^^7-b>vt-RNA 

*&W<DDN A±$>2>\<*te*<D$£W<DDN Ami\*7v-7t Lfc"9"1f ><">f 7° 
yyf-fVW^ -f^« L 7»f^ CODNA JSH^|.0)£««J*0 DN ASS 

Tti, ftf&OJ: -5 fcBUcWftSftfcfcOfcM^Tfc J: < > £ fc<2r&3 Eva 

BJ^^^ESm^^#t-^^^<7)g^-e^lx.{i\ C5 7BL/6v-)^C5 
7BL/6<^3FifcO^&££DBA/2 fcO&SlfcJ: 0 3fc#LfcBDF jv-) 
* (C 5 7BL/6 tDBA/2 hOF i) £ffiv>T#:£Lfc& £fc£$f K 

IdJp^T, C5 7BL/6-?^^^ftt:jfo<?)t\ i *L«rffiv*-C*§& tifzE S 



mtE# 2004-3029287 



2003-106247 



^-v : 66/ 



[0 10 4] 

tv^^i:WLt, lnn^-tl^ESM (»5 0fl) TflftrO-C, 

n = 4 0 -C^&jfflJfe) fcW* n--y^ir& t^o 

If, S T Olif il^ i ^/li ^ 7 - /-»±t L I F (1-1000 
OU/ml) #*rFfcJW#;****rt («F*t<tt, 5%JW*#*. 9 5%^ 
fc»±5%flfc*, 5%]WW, 9 0%^) tH6 3 7TC"CJM61"**^*ft't» 
i£«U 8&fWfc«\ fU£(i\ h'J^>VEDTAiI (If0.001-0. 
5%h';7 P ^^/0. l-5mM EDTA, »4U<»±*?J0. 
ImM EDTA) gyffiKJ: OJMBJMfcU tffcfcJB* Lfc? 4 -^-HWSUlK 



tBlE^t 2004-3029287 



#M 2003-106247 



^-v: 67/ 



i&Afti^i-sfeffa^*^*-^^*^- **** 

>*©>>f 70*IBl&WMt***£fc^tB , ?* , J ( M - J- Evans^lMl. H. Kaufm 
an, *>f*-*- (Nature) #292^, 154JC> 1981^ ; G. R. Martin ^ny-f 

Proc. Natl. Acad. Sci. U.S.A.) *78«, 7634 Jt> 1981^ ; T. C. Doetschman 
h> zj^^fi, . jf? . x>7'Jtny- • T> K • i^^^'J^>^^ • 
7t nvS #87^, 27JC, 1985^] , ^<OE SUBl^M^^tfc)^ 

[0 10 5] 

v * fi*©*^OD NAMoaiH^ D N AK^il * >f ^ - Lfc 
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68/ 



w «n * sn 7L tz*%w <DnKAm*i> ^mmx-mm s titrate * > 
$hwom i p - 3 a <D**mwf£mfezn& - t^ti^o 

[0 10 6] 

^ - >y MHIUBWJ-Jt^T, aM5**W«JI*.fc* D*»9iODNA*lc 

tiPFmitD N A Ofit^T-f * ttfltoafrtt £5:151" & - £ * 9 > BPFflMt D N A £ 
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93 R t&SHfcotftit * o 

[0 10 7] 

(a) #S&W©DNA©^*ti«*^fc£H1-*!^fc#b^* - ^PR?S** 

Lit ^-e § & o 

dMrfrtfo, «Hi&«naj^ »Wjfi»am*, jal**^** 

Sifc^-el^o Sfc, l«WfrfrW<0»:#*«4* Strife, WR^k'frWottK* 

[0 10 8] 

ffiiE#2 Q 04-3029287 
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^-v: 70/ 



«a»*o±e<ijfeig*t* s » i o %m_h. $? * l < »4» 3 o %&_t. * «9 «F£ L < 
* * m? & tLx msi-t z>^t &x i & o 

#jn«[3& t «F* uv»o io«i*«[fcbrt±. wins, mmm wz.^ awk v> 

(±nf?L®j^ (fllx-tf, W'^K * 
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71/ 



lOOmg. flKli^l. 0-50mg. £ <9*f £ 1 < fitt 1 . 0~20m 

. 0 1-3 OmgHE, t<ti^O. l-20mgm ^^Kliltl 
0.1-1 Omg^^M^lci^^i-^O^^T^^o IfeOtfrt^ 
i^*>, 6 0k gM§fc0fc:*#Lfc*&«#1-*£i:d*-C£&o 
[0 10 9] 

( b ) <0 D N A Ktti- h T 9 n ^& - * - ©ffift * jfcM t tz \t mmt %> it&to 

n^e-^- co^tt £ ti lit * * tz f ± <€■ Ol<7) * 9 V - - > ITX 

NA^l/*-^- «^ «r *X"t * - <h J: 0 ^fimib $ *U ^ V # - * - 
^^HW ©DNA ic^J-i" & -7°n - * - <r>UMTX%m. Li %>%><DlPm^hfo 

— feUf^ (lacZ), bT^14T;V5& "J7U77^ — tfaMS^t fctt/l/ 
*3&9!<0 D N A * V 9 -mttXmigk* fl?z*§tW<D D N A * 

mr\z^-t^(Dx^ v-tzmnv^mz v u-x-rz 

0Hx.tf. *^i«!)MI P-3 « - Kt^DNAW- U**.Mi^&*< 7 > 
p-1f?9 Y^y-Wkitt (1 a c Z) t«LTV^f^ #3fc> *fSM© 

ffimEfl 20 0 4- 3029287 
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72/ 



mip-3 a<D^-r^mm^\ *»mip-3 > 

yf-€«t^o lot, Aim 5-7*n^-4-^nn-3-r/F , J 
fr-p-Xj? Hf9^'>K (X-g a 1) ©i^i^-^^hv/^i 
Kkfc&f^*fflv*T*fe'fe1-&£kfc.fc!K H«i:*»fiOMIP-3 « 

tt»ft&9*£tift (pbs) x~mm&. x- ga l^tf^ire. m^t^f* 

3 7t>fft£-e, ^3 0 5frfcv*Lli$W£J&$-£fc^ MiiS^lmM EDT 
A/PB Sj§?8fCi5fe^i"*^fc^J:oT^ p-1f*7? h*>^-4?RJ6<rfltJh$* 
. Mfe£mH1-*Uf £v> 0 ifc, f^i:f^\ l acZSra-WmRNAS: 

(omtLxit. £.m&toKi&&z to> Mom*?) 

v> 0 £o#4*tuii, *Mt mm. ')>E 

> as***') **v*«t*r«» Wx.ii ml ^^>e ^ 

[0 110] 

**iOMI P-3 « <7>f&3i<£>ilf5. »^W^fO«i6tl»t« 
ih^-e^©t\ flittf, J3«S. laffiJfiU < *>HTffiJto&^<OKJfiLW*> 

o 
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LMioMi p-3 «t fztezo&z^m^&mmtmmKhxmmir&z 
\±mmm mx-tf, ***?k * 

0^#|ti£>&^\ 00*. If, *»9§©DNAK^*7n*-*Hgtt*&#t* 
ft#»*i!IOS4t4*^> H&WKJ&A (M6 Okgt It) OJB^+A* 
lci3V>Tli, -H^o^^b^^^JO. l-100mg, fflL<li»l. 0 
~5 0mg. iDlfiKliftl. 0-2 0mgS4tSo*inW^4t3 

»-e-i±, mt&&n 1 0«#*tt«:-5*Hk ttmm&% ^ioti*** 

#J £ If, *3&9§ ODNAWSyo*-^-^^ MP* & * ffiW^I «> 

(6 o k g it) <&«**Jfe#fc*W**»^ -B fcoifltffc 

&®*mo. 0 1-3 OmgflJg. L<li&0. l~20mgfE <t W 

* l < t±^j o . i ~ i o m gmmi&mmK a o fi4tw«^^o 

I P- 3 a o7n-t-*H£J$£*£' ; t*&DNA$:'iEoT, 

ftALT^-5>7^^x-^ft!il («^f-^A»») SrffoS**^ # 
lift $ -8\ f04fT©^ffl £*&ft* 2>Zti> »im t & 
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[0 111] 

#9MB»fc*v*-C. 5 / if ^B&tt^tS^ IUPAC- 

I UB Commission on Biochemical Nomenclature lz£2>W& J %%>2>^t±Mf&fr 



D N A 




c DNA 




A 


: rr=-y 


T 


: ^ > 


G 


: ^t-> 


C 




RNA 


: y 


mRNA 




d ATP 




dTTP 




d GTP 




d CTP 


: f^^yyf^'/='J 


ATP 


: 7f; ~>>=y 


EDTA 




SDS 




G 1 v 


: ^y v> 


A 1 a 


: 7?i> 


V a 1 




Leu 


: u w ~> > 


I 1 e 


: ^yn/fyy 


Ser 


: >fe y y 


T h r 




C y s 


: zsxf-'i y 


Me t 
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G 1 u 




Asp 




L y s 


: yy> 


A r g 




H i s 


: txfy> 


P h e 


: 7x-;v77-> 


T y r 




T r p 




Pro 




A s n 




G 1 n 


: >f)v? ^ > 


r> Q 1 u 




Sec 


: -bv; v^f^f > (selenocysteine) 



^-v*. 75/ 



[0 112] 



Me : 

E t : 

B u : -/^/Hfe 

p h : 

TC : f77'ijy>-4 (R) -*mt5Ki 

CHO ;v 

b z l : 

Cl 2 -Bzl 12, 

Bom : ^>v;V^-^v^^;V 
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Boc : t-Ty^-yti)V^—)V 

DNP :^-hD7x-;i/ 

t r t : h 

Bum : t -7f^ry^f;i/ 

Fmo c I N- 9 -7)V* f^y*;l/^ 

HOBt :i-tKD*WXHjr7^ 

HO OB t : 3, 4-yt Kn-3-t 

1,2,3 - ^Wh'J 7v> 

H O N B : 1-E Ko^r ;WJOl/* >-2, ;V**3f K 

DCC : N, N' -^nA^fyWW'^U' 



[0 113] 

C@fi^J#^- : l ] 
thMIP-3 a<7)cDNA<7)^@e^iJ*^-t-o 

iw&m^ : 2 ] 

t:hMIP-3« <Dffim# V ^7*f K©7 5/ miS^iJ £^1" 0 
C@E^iJ#-^ I 3 ] 
^ y YM1 P-3 a©cDNA<?)ti^J*^to 

Cse^J#-^ : 4 ] 

7^MIP-3« Oflrffitf U ^7°^ ^Sfi^iJ ^r^-To 

C@e^J#^- : 5 ] 

v-)^MI P-3 a <D c A<D)&mm*7Fl-o 

: 6 ] 

CBB3RI#^: 7] 

fCCR6^cDNA^)t^^to 

Cse^ij#-^ : 8 } 
C@S^J#-f- : 9 ] 



{±iiiE# 2004-3029287 



>$m 20 0 3-106247 



^-v: 77/ 



•e>>^CCR60cDNAOttiE5lJ^to 
[@E^J#^- : i o] 

CSS^iJ^-^ : 12) 

Cifi^J^: l 3] 
CK^'J#^ : 14) 
C@e^iJ#-^ : 15) 
C@£^iJ#-f- : 16) 

: 1 7) 

9 7 Yimtitit^y HFISJUCCR6 c DN A 
CE5»^: 1 8) 

9 ^ hffFMffi^CCR 6 c DNA**t|iPB^&;fc#<Z>7?4^--fc ttSit 
^ < mfZtLfzTt V^J^WZf- Y<0&&WW £^1~o 

iw&m^ : l 9 ) 
\mm^ : 2 o ) 



fcBSE9f 2004-3029287 
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mvm^ : 2 i ) 

y v \- ccr §mttnm<»nft*nmc$%tz.ft^^4^-'t Lxmm-r^ 

[0 114] 
[0 115] 

^ y f wiM^fjvc^iaii^it^M i p - 3 aatfc^oi&sitflnfc 

Ltz (tiffin, J.^^^ 1 ;^^^^ • :/W> • y-9-— (Experimental Brain 
Research), 9 3 8 8-3 9 61, 1 9 9 3^) o t=&^ ^n-b>g 

#WJ3>3-f^ > ^ b £ ^HUIgr^iiM £ ^JlifrJM&JSR t X 
JfAU 12 0^KSbfco ^i*i:i^SII»^0> 2, 

4, 6, 8, 24. 48, 9 6 B#F4f^tC —%E$>fz *) 5 y h %M%x. • 

^JfiU£tMH~2, 4. 6. 8, 2 4. 4 8, 9 6 Bt^lC^JTa^m, 

#prtt:it> -ffr tLxtttbtzo ±m<v&m®.m^ > y^^WL^mmrx 

L tzik, &WMmm £ 19 r ^ v v ^> (-? *° > v - >*±) & ffl v> -ci3stt# 

hRT-PCR^yKGIBCO BRL#)£fflv>T l^SJU DNASr-^J&L 
tz 0 %hfctz c DN A M I P — 3 a mttVfcAm PCRti &%mA 



ffifiE# 2004-3029287 



#0 2003-106247 



^-v ! 79/ 



AXtt) tfflv>TMI P-3 aSfe^JelWPCR^^^-tf h&tfcftL- 
. MU:2»t'J^^VtfK (@S^J#-^1 1 : 5 '-A G A AT G G C 
CTGCAAGCATC T-3 ' ; @5?iJ#^ 1 2 I 5 ' -T G C A G A G G T A A G 
CCAGCAGTA-3') y • Ltz Q ±|BO 

79 4 T—b ? > &/Bv>-Ci#ipI LfcM I P - 3 a it^T-ifM" itfcMV tztb<Dmm 
mmtLtZo gtWPCRORl5^J:ii> ±|B*/9'f^— fey b^J^P CR^ 

ttlUo -KJfc*fcO#y A+RNA 0. 8ng«f«7^cDN 
A. £fc«:0J&»fe 1 06ntf-O^mMI P-3 a«fe?-«r*at tTfflv\ A 
BI7*'JXA 7 0 0 0 (7"/?>f Y ' ^tV^fAXtt) &ffiv>T##f fcfrfc 
ofc„ MIP-3aS^Itli> MIMIP-3 aiMB=f*e>0*ffitfc* 
MW*^ #t>^rtOMI P-3 a cDNA3^-»*#liit*itti« 
-c&totio ^>^)m^m^W!Eir^iztb^ ^-^7>n-f>>GAPD 

tt) ^v^rjfttlL^ra^v^rt^GAPDHntf-SlcSr^v hn-/i/fc U 
iScDNAfp©GAPDHl 3 if-abfc *) <£>M I P-3 al^n^-f^t 

«*W»2«hb«*6mi p-3 «»^o»s»^in*&-fc^sfrfco' 
mm*^nx~imm%Lffi%ifrb 2 a i$n&t~, mmux^mmk^M 1 p - 3 

o JBlJLojHf**'^. Ml P-3 « #Mf ^Slil^^tL < Hit 
[0 116] 

2 trCM I P-3 a JfoffcK MlfiL^ t*;V tc* »t * AgraS^* 

ip-s^y^D-t* (&t\ Slmi p-3 a mfctm?&z>) <omu 



ttiSE# 2004-3029287 
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^ zz.? X^\J *y ? )V • •/ W > • f- (Experimental Brain Research), 

9 5^, 3 8 8-3 9 6K, 1 9 9 3^) 0 "f ^ n -fc > l^STRC v ij n 
>3-tm >^«r t^^^^J^SbMJ: *9 ^^iil^fejfXL 1 2 

h ^FK^iS^-® ^ fttf, ^JfiLfiOMM ( A P : - 0 . 8 , M L : - 1 . 6 
, DV:-4. 0. llt»^) tfcMI P-3 «inl# ( I g G 1 : 
A • x^/ft, *^n^#^-: 4 3 5 4 0 ; 2 O^g/1 0 1) , t£i£3> b 
u-;1/#l# ( I g G 1 : y ^-f >f A • 7- * /*h, # * n : 4 3 0 0 2 ; 2 

0 ,ug/l 0 fi\) £&AL£o Il^Il ? MS**iiiU ff£ 2 mm 

ttMI P-3 «^#S##0«*#«li*rflS»^JfctSEL-C#*tc (P< 
0.05) />3j&>ofc (0 2 A) o *R2fcU, f^:»M^SS?«»S£it#^Jif£ 
^fWpm^&'Cn^ Yu~-)UtfL<fcttzl$tfLM I P-3 «tt#^lirt^AL> 

2 0 fevf&mmmm z m^. l tz tz?>, Clmip-3 atn:#i^##-e^tc (p< 

0.05) WMMW f '.N3*ofc (0 2 B) o £H±OifliMI P-3 «<9#t&£ 
[0 117] 

HM0II3 yy YMMto.*7*)i'K&l1rZ>M I P-3 a 9 >s*?M<vM£M1}U£& 

JPfciBH*aWail^J:«Kfe^«>*r*6*:il^o MMJt^^t Itit 8 Sift 

fcffrjfcbfc Offfl^, i^^^'J>>^^' 7*W > • f- (Experimental 

Brain Research), 9 5^ 388-396 1, 1 9 9 330 o 1r 

* ^JfrBTF-c, v >; 3 > n — t* > ^ L fc&T- * ^m&SttJR * *) ^MWjM& 
fcUt-cnXL, 1 2 0*B»ilfe, -€-0^ ^f-|fe*^J:4S««Hi*6^fe 
0.4,8,24, 48, 9 6«flRHfe^ 5E09f >*flHR*^«i 
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, mmmtrnm^*, 8, 2 4, 4 8, 9 6m^k^M^mta, ^frttu 

■fe;HJ-r-f y#— MT • 77'J7> • y vj- • 'J v^/'f >-7^ va > • 
i; — y Y (CellLytic-MT Mammalian Tissue Lysis/Extraction Reagent ; v 
^*±) i:^nf7-bM>li^ - • #^-r;i/ (P8340 ; v^tt) 5:100 

i Ltzmmmz, xm&®M& somg^uimi r^mm u 

hn>^i ^nr^kLTto ^ot> #^v#4tm*»£ 4ti?5m 1 2, 

7 p ;W£*TfBKifc'<&9 y fMIP-3 bM >^"E L I SACftU 

S^W^f lmg^^OMI P-3 a * >/*?M&£ LTIU3 fc^Lfco "9- 
>-/;l/^^<7)^ W^filiBC A-7°n-r^ > ■ 7?t>( • ? h (tTT-^tt 
) ^V^TiitO^-iT^l^oT^tL^o 7^bMIP-3flt>K 
^•yfELI S AfiffrJROffi^y bMIP-3 (43540; v.x U • x 

***t) > teZtf^X^^MWdfr? y >MI P-3 a* 01 ; ?u-i-)Vffit (4454 

ajfttt (43540) (PBS) t2^g/ral K 

9 6 TtE L I SA^-M'l 00// I -?-=>fr&.Ltz 0 ^}S.^2 
BtrmfiO^ ftgHgftrft (0. 0 5% Tween 2 0mUPBS, p 
H7. 2) \,zX3mibfrLtz-7U- Hc:/ny*««ift ( 1 %4 1 J6JiJfiL?t, 5% 
vd.-^n-^, 0. 0 5%7vjkt h V -^A^tt^P B S) fc&tfJ^l'* 

^^300^1 y^du m^-e i nrnwiw^tzo %<v\&, m&mmwL-c s 

u ^wyy-f^WLteSLTf^v mip-3 ax*>y-v&%i oo^ if 

o^ilk 2^1Mtlfco 3®i5fe^»-t:^^L^^ PBST?5 0n 
g/m 1 tc^L/clf^^v^lt^^y hMI P-3 « *° V ? n - -f frfofa (44 

540) ^ioo// i-fomnh, mu^r 2mmi&w.Ltzo m&Ltzmt, 

f^y-f-fr^^-ELI SA*y h (protein detector ELISA kit; KPLtt 
) ^^#^v-^T;H^o-C, ^ M/ y h 7 If y - ^ 7 f 7 y a • 
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-X^i/y-^^X^yWMfc? v hMI P-3 a^V^n-^MfifrK^ 
&j£^K£#?^W^nLRj££-£. 4 0 5 nm?>gWE£$J7£L 
/Co ^^£11! 3 KtfITo 

p_ 3 a ?y^?%mim*:m^mir&zttft>frvtz 0 ttzztihomznm 
#»et- i «t< wmzti&zttfTFZtifzo \&±<n&W;frb, mi p-3 

[0 118] 

H»iJ4 CC^^^f>^6 (CCR6) *3-Ki-&cDNAO*n- 
hf!fi*CCR6i3iI/7 7 hJffMSSfcCCR 6 K1"& C D 

£1% 77 t> W"MMarathon-Ready cDNA (Clontechtt) ^il^U 2ii^) 
y^^^ -?=rj^-l (Tie#HS) io <£ Tf~7*7 4'? — 2 (TSB#JB0 SrfflV^ 

Ltfffl U Advantage 2 Polymerase Mix (Clontechtt) & 4 ^ U 7°^ 
^-7- 1 j3«tt>V^-1' v 7-2 £#0. 4^M, dNTP mixture* 2 0 0 ^ M, 10X 
cDNA PCR Reaction Buffer (Clontechtt) £ 2 0 fx 1 iOx.. 2 0 0// 1 OrWit 
L£ 0 PCRRSte, 9 4ttl^«It> 9 4^3 0^ 6 7tt3 0 
;0\ 6 8tt2W^ ^£3 5®#^^L-Ctfo^o T^n-^^;vm^ 
Klt:'iiW>T-*5f^> PCR^JSmtf^TOPO TA Cloning Kit (Invitrogentt) 
(D^^^-fv^^ K^^^-pCR 2.1-T0P0 (Invitrogentt) 'vfr^n- 
->?Ltz 0 Z<D-7?x$ Kl?*MmT0P10£^J«£&U cDNA^A£*l 

m*@c^j*^/fL^m. 7^ccR6^n-FncDNAse^j (mm^ 

13) -€-<^)^7^^ KDNA*rCCR6-kidneyfc^ont7^o £<bK. 

KDNA-e^MDH5a (Invitrogerift) £^IO£^U ^<^«MI# 
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£DH5 a /rCCR6-k i dney t V tz « 

5? Mf)HMarathon-Ready cDNA (Clontechtt) ^il^U 2®3S?> 
7 p^^^_ > -/^^_ 2 (TIB#fl§) *3 J: r>V 7^-7-3 (TfB#HS) fcffl^ 
tPCRR)£>^fofco KRJ£K£*t&a£&^&$f^ _hf B c D N A 5 ^ 1 «r 
fifrMfc Ltfi U Pyrobest DNA Polymerase * *tt) * 1 M 1 - ^ 

2 J-*- 3 ££-0. 4 ^ M> dNTP mixture* 2 0 0/iM, 10 
XPyrobestll buffer (* * frtt) & 2 0 1 in*., 2 0 0 ^1 

Lfco PCRElBWU 9 4tt3 0#FMIt> 9 4°C^3 0#\ 6 5Dt3 
0^\ 7 2X,"£2frW4 ?;v£4 OHJ^iELTfrofco Ttfn-;* 
iMft-CJiWUfM-**^^ P CR^JSgitr&Zero Blunt T0P0 PCR Cloning Kit 
(Invitrogentt) O^fcifcv*:/?* 5 * -pCR-Bluntll-TOPO (Invitroge 

ntt) ^^n-^V^UfCo £^9*5 K^^ttT0P10*^R*EtfeU c 
DNA l>mX £*L£?n->&#f-Wv>£^-frLB *%J§* Jt-C*^ L o 
toArO?u~y<7)&mmmim$TL*i&^ hCCR6*3-WcDN 
ASB^iJ (MW%ftl5) KDNAfcirfXaffi-liverfcfc^tfc 
o ?f>i:> ^9^5 KDNAt*liH15« (Invitrogentt) ^fftftt 
, -?-O^S?l£^#*DH5 a /rCCR6-l iver Lfco 

?y MMRfi3fcCCR6 cDNAfc^y hffF»ft*CCR6 cDNAfi, * 

&fc*75/msB?ij (@e^J#-^i4) itts^wR* 3 -^^^ * 

y^-f^-l: 5' -TGTATTGMGACAGMCACTTGTGG-3 ' 1 6 ) 

^^•7-2: 5' -TCACATGTAATAGCAAGTTTCACAAAGG-3 ' 1 7 ) 

-79 4 -3 : 5' -GCATCTCACTACCCGTCTCTC-3 ' (E?!l#-^ 1 8 ) 
[0 119] 

mmm 5 ? * h hajiil* tvwc* # * c c r 6 iWK^s&sifliini t i&f^uit 

7.^ MOT^ifll^^-eoMa^^fett^ C C R 6 a^^f&^iHiDfclSfr 
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(Y#ffl£>, J^^-^y ^ • "/W V • y -9" — (Experimental Brain Res 

earch), 9 5t, 3 8 8-3 9 61, 1 9 9 3^) 0 1" ^n^VJftttT 

AU 1 2 -eot, t«*t:^SiI»^0^ 2 > 4 

^ 6, 8, 2 4, 4 8, 9 6 9&$Mk^ -SMbfc 0 5V£<D? v Y*m%L"£B* 

s (^r-yrt^Wm- ^ i:i ^W3 5T3^oJ;^:I^) 

U A*»2:n4ft£2. 4, 6, 8, 2 4, 4 8, 9 6l*HfcMdH**m. £ 

-> ■ ^>*-tt)£fflv>-cmAL£:4V ADNA£l&*L.7tm, ^~ =e**y 
•/fRT-PCR^^ (GIBCO BRU±) £fflv*T 1 c D N A Lfco # 

P> ttfc c D N A £HM fcU, 5£SW PCRi:i*CCR6 iHS^f&Siflftf 
£frofc 0 1-&*>*>> HM#!]4 (fir^) hCCR6&{£ 
T-SB^iJ * 1 1 2 mm<0 * y * 1/ * K (@E3«^ 19 15' -GGACGATGCGTTG 

TCAnrrc-3' 2 o : 5* -ccgcagctgcagcgccgagaaa-3* , v^^mj 

3' • y */<>*fcfc'frJS*ft) *m^X? y >CCR6 a^f-«fM-*J«(S U ^fi 

* (T^'fK-^t^fAXtt) «:fflv^T»tt-t^Jg»WPCRffl'/9>f 
> (iB^J#-^l 9 I 5' -GGACGATGCGTTGTCATTTTC-3' , @B^iJ#^2 1 : 5'- 
GTGCCCGGGTTTACTCAGAA-3', v^-ftt^yny rf • y-Y^^tt^J: O^K^) * 
«fcZ>TO* a7>f-ft'; * . ^^-^ry-vpCR^^-^y h 
tt) HfcffiLfco -R&*fcD#yA+ RNA 0. 8ngii:fflin^7 
fcDNAt>^K *fctt0*& 1 0 6 3 fef-oaii»CCR6«€B=FBf^*«» 
MfcLTfflv\ AB!7°yXA7000 (7^7^ K • tv^f^Xtt) fcffl^T 
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n — x^ hGAPDH • n^hn-^V-^^VICyn-r (T^vJ K • * 
y^fAXft) fcJSv^TIWV'/^'P^GAPDH cDNA3t-t^f tBt 
GAPDH cDNA 1 n \£—$>fz 19 <7)C C R 6 c DNAnt'-tt Ltf 

t tz c c r 6 atfis^iS3a»t±«*+^, smsp t t> 4 8 n#w 

wmm^tio jji±ojfe*^?>, ccr 6 ifsfiiitt^sii^ft^f l < f 

[0 12 0] 

<*>*&*] 

$^«07^f^>XW> fig -««^^J. JKffiJfiU < % 

& o 

[0 12 1] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Pharmaceutical Use of MIP-3a Suppressing Substance and Screening 
for Brain or Nerve Cell Protecting Substance 



mum 2004-3029287 
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<130> B03095 

<150> JP 2003-056885 
<151> 2003-03-04 

<160> 21 

<170> Patentln version 3. 1 

<210> 1 

<211> 288 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 
<222> (1) . . (288) 
<223> 

<220> 

<221> sig_peptide 

<222> (1) . . (78) 
<223> 

<220> 

<221> mat_pept ide 

<222> (79) . . 0 
<223> 
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48 



96 



<400> 1 

atg tgc tgt acc aag agt ttg etc ctg get get ttg atg tea gtg ctg 
Met Cys Cys Thr Lys Ser Leu Leu Leu Ala Ala Leu Met Ser Val Leu 

-25 -20 -15 

eta etc cac etc tgc ggc gaa tea gaa gca gca age aac ttt gac tgc 
Leu Leu His Leu Cys Gly Glu Ser Glu Ala Ala Ser Asn Phe Asp Cys 
-10 -5 -11 5 t 

gt ctt gga tac aca gac cgt att ctt cat cct aaa ttt att gtg ggc 144C 
ys Leu Gly Tyr Thr Asp Arg He Leu His Pro Lys Phe He Val Gly 

10 15 20 t 

tc aca egg cag ctg gee aat gaa ggc tgt gac ate aat get ate ate 192P 
he Thr Arg Gin Leu Ala Asn Glu Gly Cys Asp He Asn Ala He He 

25 30 35 t 

tt cac aca aag aaa aag ttg tct gtg tgc gca aat cca aaa cag act 
he His Thr Lys Lys Lys Leu Ser Val Cys Ala Asn Pro Lys Gin Thr 

40 45 50 

tgg gtg aaa tat att gtg cgt etc etc agt aaa aaa gtc aag aac atg 
Trp Val Lys Tyr He Val Arg Leu Leu Ser Lys Lys Val Lys Asn Met 
55 60 65 70 



240P 



288 



<210> 2 

<211> 96 

<212> PRT 

<213> Homo sapiens 



<400> 2 

Met Cys Cys Thr Lys Ser Leu Leu Leu Ala Ala Leu Met Ser Val Leu 
-25 -20 -15 



ffiiE#2 004-3029287 



#H 2003-106247 
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Leu Leu His Leu Cys Gly Glu Ser Glu Ala Ala Ser Asn Phe Asp Cys 

-10 -5 -11 5 

Cys Leu Gly Tyr Thr Asp Arg He Leu His Pro Lys Phe He Val Gly 

10 15 20 

Phe Thr Arg Gin Leu Ala Asn Glu Gly Cys Asp He Asn Ala He He 

25 30 35 

Phe His Thr Lys Lys Lys Leu Ser Val Cys Ala Asn Pro Lys Gin Thr 

40 45 50 

Trp Val Lys Tyr He Val Arg Leu Leu Ser Lys Lys Val Lys Asn Met 
55 60 65 70 

<210> 3 

<211> 288 

<212> DNA 

<213> Rattus norvegicus 

<220> 

<221> CDS 

<222> (1)..(288) 
<223> 

<220> 

<221> sig_peptide 

<222> (1)..(75) 
<223> 

<220> 

<221> mat_peptide 
<222> (76) . . () 

thSE# 2004-3029287 
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<223> 



<400> 3 

atg gcc tgc aag cat ctg ccc ttc ctg get ttg gcg ggg gta ctg ctg 
Met Ala Cys Lys His Leu Pro Phe Leu Ala Leu Ala Gly Val Leu Leu 
-25 -20 -15 -10 

get tac etc tgc age cag tea gaa gca gca age aac ttt gac tgc tgc 
Ala Tyr Leu Cys Ser Gin Ser Glu Ala Ala Ser Asn Phe Asp Cys Cys 

-5 -11 5 

etc acg tac aca aag aac gtg tat cat cat gcg aga aat ttt gtg ggt 
Leu Thr Tyr Thr Lys Asn Val Tyr His His Ala Arg Asn Phe Val Gly 

10 15 20 

ttc aca aca cag atg gcc gac gaa get tgt gac att aat get ate ate 
Phe Thr Thr Gin Met Ala Asp Glu Ala Cys Asp He Asn Ala He He 

25 30 35 

ttt cac ctg aag teg aaa aga tec gtg tgc get gac cca aag cag ate 
Phe His Leu Lys Ser Lys Arg Ser Val Cys Ala Asp Pro Lys Gin He 
40 45 50 55 

tgg gtg aaa agg att ttg cac etc etc age eta aga ace aag aag atg 
Trp Val Lys Arg He Leu His Leu Leu Ser Leu Arg Thr Lys Lys Met 
60 65 70 



48 



96 



144 



192 



240 



288 



<210> 4 

<211> 96 

<212> PRT 

<213> Rattus norvegicus 



<400> 4 

Met Ala Cys Lys His Leu Pro Phe Leu Ala Leu Ala Gly Val Leu Leu 
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-25 -20 -15 -10 

Ala Tyr Leu Cys Ser Gin Ser Glu Ala Ala Ser Asn Phe Asp Cys Cys 

-5 -11 5 

Leu Thr Tyr Thr Lys Asn Val Tyr His His Ala Arg Asn Phe Val Gly 

10 15 20 

Phe Thr Thr Gin Met Ala Asp Glu Ala Cys Asp He Asn Ala He He 

25 30 35 

Phe His Leu Lys Ser Lys Arg Ser Val Cys Ala Asp Pro Lys Gin He 
40 45 50 55 

Trp Val Lys Arg He Leu His Leu Leu Ser Leu Arg Thr Lys Lys Met 
60 65 70 

<210> 5 

<211> 291 

<212> DNA 

<213> Mus musculus 

<220> 
<221> CDS 
<222> (1) . . (291) 
<223> 

<220> 

<221> sig_peptide 

<222> (1) . . (81) 
<223> 

<220> 

<221> mat_pept ide 

tblE# 2004-3029287 



mm. 2003-106247 



^-v: 91/ 



<222> (82) . . () 
<223> 



48 



96 



192 



<400> 5 

atg gcc tgc ggt ggc aag cgt ctg etc ttc ctt get ttg gca tgg gta 
Met Ala Cys Gly Gly Lys Arg Leu Leu Phe Leu Ala Leu Ala Trp Val 

-25 -20 -15 

ctg ctg get cac etc tgc age cag gca gaa gca gca age aac tac gac 
Leu Leu Ala His Leu Cys Ser Gin Ala Glu Ala Ala Ser Asn Tyr Asp 

-10 -5 -11 5 

tgt tgc etc teg tac ata cag acg cct ctt cct tec aga get att gtg 144 
Cys Cys Leu Ser Tyr He Gin Thr Pro Leu Pro Ser Arg Ala He Val 

10 15 20 

ggt ttc aca aga cag atg gcc gat gaa get tgt gac att aat get ate 
Gly Phe Thr Arg Gin Met Ala Asp Glu Ala Cys Asp He Asn Ala He 

25 30 35 

ate ttt cac acg aag aaa aga aaa tct gtg tgc get gat cca aag cag 
He Phe His Thr Lys Lys Arg Lys Ser Val Cys Ala Asp Pro Lys Gin 

40 45 50 

aac tgg gtg aaa agg get gtg aac etc etc age eta aga gtc aag aag 
Asn Trp Val Lys Arg Ala Val Asn Leu Leu Ser Leu Arg Val Lys Lys 
55 60 65 

atg 
Met 
70 



240 



288 



291 



<210> 6 
<211> 97 
<212> PRT 
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<213> Mus musculus 
<400> 6 

Met Ala Cys Gly Gly Lys Arg Leu Leu Phe Leu Ala Leu Ala Trp Val 

-25 -20 -15 

Leu Leu Ala His Leu Cys Ser Gin Ala Glu Ala Ala Ser Asn Tyr Asp 

-10 -5 -11 5 

Cys Cys Leu Ser Tyr He Gin Thr Pro Leu Pro Ser Arg Ala He Val 

10 15 20 

Gly Phe Thr Arg Gin Met Ala Asp Glu Ala Cys Asp He Asn Ala He 

25 30 35 

He Phe His Thr Lys Lys Arg Lys Ser Val Cys Ala Asp Pro Lys Gin 

40 45 50 

Asn Trp Val Lys Arg Ala Val Asn Leu Leu Ser Leu Arg Val Lys Lys 
55 60 65 

Met 
70 

<210> 7 
<211> 1122 
<212> DNA 
<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (1122) 

<223> 

<400> 7 

tbtiE#2 004-3029287 



2003-106247 
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atg age ggg gaa tea atg aat ttc age gat gtt ttc gac tec agt gaa 
Met Ser Gly Glu Ser Met Asn Phe Ser Asp Val Phe Asp Ser Ser Glu 
15 10 15 

gat tat ttt gtg tea gtc aat act tea tat tac tea gtt gat tct gag 
Asp Tyr Phe Val Ser Val Asn Thr Ser Tyr Tyr Ser Val Asp Ser Glu 

20 25 30 

atg tta ctg tgc tec ttg cag gag gtc agg cag ttc tec agg eta ttt 
Met Leu Leu Cys Ser Leu Gin Glu Val Arg Gin Phe Ser Arg Leu Phe 

35 40 45 

gta ccg att gee tac tec ttg ate tgt gtc ttt ggc etc ctg ggg aat 
Val Pro He Ala Tyr Ser Leu He Cys Val Phe Gly Leu Leu Gly Asn 

50 55 60 

att ctg gtg gtg ate acc ttt get ttt tat aag aag gee agg tct atg 
He Leu Val Val He Thr Phe Ala Phe Tyr Lys Lys Ala Arg Ser Met 
65 70 75 80 

aca gac gtc tat etc ttg aac atg gee att gca gac ate etc ttt gtt 
Thr Asp Val Tyr Leu Leu Asn Met Ala He Ala Asp He Leu Phe Val 

85 90 95 

ctt act etc cca ttc tgg gca gtg agt cat gee act ggt gcg tgg gtt 
Leu Thr Leu Pro Phe Trp Ala Val Ser His Ala Thr Gly Ala Trp Val 

100 105 HO 

ttc age aat gee acg tgc aag ttg eta aaa ggc ate tat gee ate aac 
Phe Ser Asn Ala Thr Cys Lys Leu Leu Lys Gly He Tyr Ala He Asn 

115 120 125 

ttt aac tgc ggg atg ctg etc ctg act tgc att age atg gac egg tac 
Phe Asn Cys Gly Met Leu Leu Leu Thr Cys He Ser Met Asp Arg Tyr 

130 135 140 

ate gee att gta cag gcg act aag tea ttc egg etc cga tec aga aca 
He Ala He Val Gin Ala Thr Lys Ser Phe Arg Leu Arg Ser Arg Thr 



48 



96 



144 



192 



240 



288 



336 



384 



432 



480 
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145 

eta ccg 
Leu Pro 

ate ate 
He He 

ggc age 
Gly Ser 

agg tgg 
Arg Tip 
210 
ate cct 
He Pro 
225 

ttg gtg 
Leu Val 

ata get 
He Ala 

gtc ctg 
Val Leu 



cgc age 
Arg Ser 

tec age 
Ser Ser 
180 
gat gtc 
Asp Val 
195 

aag ctg 
Lys Leu 

ttg atg 
Leu Met 

caa get 
Gin Ala 



gtg gtg 
Val Val 
260 
ctt gtg 
Leu Val 
275 

gaa aag 
Glu Lys 



150 
aaa ate 
Lys He 
165 

tea act 
Ser Thr 

tgt gaa 
Cys Glu 

ctg atg 
Leu Met 

ttc atg 
Phe Met 
230 
cag aat 
Gin Asn 
245 

ctt gtg 
Leu Val 



acg get 
Thr Ala 



cag age gaa aag eta att 
Gin Ser Glu Lys Leu He 
290 

get ttc ctg cac tgc tgc 



ate tgc ctt 
He Cys Leu 

ttt gtc ttc 
Phe Val Phe 
185 

ccc aag tac 
Pro Lys Tyr 

200 
ttg ggg ctt 
Leu Gly Leu 
215 

ata ttt tgt 
He Phe Cys 

tct aaa agg 
Ser Lys Arg 

ttt ctg get 
Phe Leu Ala 
265 

gca aat ttg 
Ala Asn Leu 

280 
ggc tat acg 
Gly Tyr Thr 
295 

ctg aac cct 



155 

gtt gtg tgg ggg 
Val Val Trp Gly 
170 

aac caa aaa tac 
Asn Gin Lys Tyr 



cag act 
Gin Thr 

gag eta 
Glu Leu 

tac acg 
Tyr Thr 
235 
cac aaa 
His Lys 
250 

tgt cag 
Cys Gin 



gtc teg 
Val Ser 
205 
etc ttt 
Leu Phe 
220 

ttc att 
Phe He 

gee ate 
Ala He 

att cct 
He Pro 



160 

ctg tea gtc 
Leu Ser Val 

175 
aac ace caa 
Asn Thr Gin 
190 

gag ccc ate 
Glu Pro He 

ggt ttc ttt 
Gly Phe Phe 

gtc aaa acc 
Val Lys Thr 
240 

cgt gta ate 
Arg Val He 

255 
cat aac atg 
His Asn Met 
270 

cga tec tgc 
Arg Ser Cys 



528 



ggt aaa atg aac 
Gly Lys Met Asn 
285 

aaa act gtc aca 
Lys Thr Val Thr 
300 

gtg etc tac get ttt att ggg 



gaa gtc ctg 
Glu Val Leu 



576 



624 



672 



720 



768 



816 



864 



912 



960 
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Ala Phe Leu His Cys Cys Leu Asn Pro Val Leu Tyr Ala Phe He Gly 
305 310 315 320 

cag aag ttc aga aac tac ttt ctg aag ate ttg aag gac ctg tgg tgt 
Gin Lys Phe Arg Asn Tyr Phe Leu Lys He Leu Lys Asp Leu Trp Cys 

325 330 335 

gtg aga agg aag tac aag tec tea ggc ttc tec tgt gec ggg agg tac 
Val Arg Arg Lys Tyr Lys Ser Ser Gly Phe Ser Cys Ala Gly Arg Tyr 

340 345 350 

tea gaa aac att tct egg cag acc agt gag acc gca gat aac gac aat 
Ser Glu Asn He Ser Arg Gin Thr Ser Glu Thr Ala Asp Asn Asp Asn 

355 360 365 

gcg teg tec ttc act atg 
Ala Ser Ser Phe Thr Met 
370 

<210> 8 

<211> 374 

<212> PRT 

<213> Homo sapiens 

<400> 8 

Met Ser Gly Glu Ser Met Asn Phe Ser Asp Val Phe Asp Ser Ser Glu 
15 10 15 

Asp Tyr Phe Val Ser Val Asn Thr Ser Tyr Tyr Ser Val Asp Ser Glu 

20 25 30 

Met Leu Leu Cys Ser Leu Gin Glu Val Arg Gin Phe Ser Arg Leu Phe 

35 40 45 

Val Pro He Ala Tyr Ser Leu He Cys Val Phe Gly Leu Leu Gly Asn 
50 55 60 

ffiSE# 2004-3029287 
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He Leu Val Val He Thr Phe Ala Phe Tyr Lys Lys Ala Arg Ser Met 
65 70 75 80 

Thr Asp Val Tyr Leu Leu Asn Met Ala He Ala Asp He Leu Phe Val 

85 90 95 

Leu Thr Leu Pro Phe Trp Ala Val Ser His Ala Thr Gly Ala Trp Val 

100 105 HO 

Phe Ser Asn Ala Thr Cys Lys Leu Leu Lys Gly He Tyr Ala He Asn 

115 120 125 

Phe Asn Cys Gly Met Leu Leu Leu Thr Cys He Ser Met Asp Arg Tyr 

130 135 140 

He Ala He Val Gin Ala Thr Lys Ser Phe Arg Leu Arg Ser Arg Thr 
145 150 155 160 

Leu Pro Arg Ser Lys He He Cys Leu Val Val Trp Gly Leu Ser Val 

165 170 175 

He He Ser Ser Ser Thr Phe Val Phe Asn Gin Lys Tyr Asn Thr Gin 

180 185 190 . 

Gly Ser Asp Val Cys Glu Pro Lys Tyr Gin Thr Val Ser Glu Pro He 

195 200 205 

Arg Trp Lys Leu Leu Met Leu Gly Leu Glu Leu Leu Phe Gly Phe Phe 

210 215 220 

He Pro Leu Met Phe Met He Phe Cys Tyr Thr Phe He Val Lys Thr 
225 230 235 240 

Leu Val Gin Ala Gin Asn Ser Lys Arg His Lys Ala He Arg Val He 

245 250 255 

He Ala Val Val Leu Val Phe Leu Ala Cys Gin He Pro His Asn Met 

260 265 270 

Val Leu Leu Val Thr Ala Ala Asn Leu Gly Lys Met Asn Arg Ser Cys 

275 280 285 

Gin Ser Glu Lys Leu He Gly Tyr Thr Lys Thr Val Thr Glu Val Leu 
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290 295 300 

Ala Phe Leu His Cys Cys Leu Asn Pro Val Leu Tyr Ala Phe He Gly 
305 310 315 320 

Gin Lys Phe Arg Asn Tyr Phe Leu Lys He Leu Lys Asp Leu Trp Cys 

325 330 335 

Val Arg Arg Lys Tyr Lys Ser Ser Gly Phe Ser Cys Ala Gly Arg Tyr 

340 345 350 

Ser Glu Asn He Ser Arg Gin Thr Ser Glu Thr Ala Asp Asn Asp Asn 

355 360 365 

Ala Ser Ser Phe Thr Met 
370 



<210> 9 

<211> 1101 

<212> DNA 

<213> Mus musculus 



<220> 

<221> CDS 

<222> (1). . (1101) 

<223> 



<400> 9 

atg aat tec aca gag tec tac ttt gga acg gat gat tat gac aac aca 
Met Asn Ser Thr Glu Ser Tyr Phe Gly Thr Asp Asp Tyr Asp Asn Thr 
15 10 15 

gag tat tat tct att cct cca gac cat ggg cca tgc tec eta gaa gag 
Glu Tyr Tyr Ser He Pro Pro Asp His Gly Pro Cys Ser Leu Glu Glu 
20 25 30 



Biffin 2004-3029287 
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gtc aga aac ttc acc aag gta ttt gtg cca att gcc tac tec tta ata 144 
Val Arg Asn Phe Thr Lys Val Phe Val Pro He Ala Tyr Ser Leu He 

35 40 45 

tgt gtc ttt ggc etc ctg ggc aac att atg gtg gtg atg acc ttt gcc 192 
Cys Val Phe Gly Leu Leu Gly Asn He Met Val Val Met Thr Phe Ala 

50 55 60 

ttc tac aag aaa gcc aga tec atg act gac gtc tac ctg ttg aac atg 240 
Phe Tyr Lys Lys Ala Arg Ser Met Thr Asp Val Tyr Leu Leu Asn Met 
65 70 75 80 

gcc ate aca gac ata etc ttt gtc etc acc eta ccg ttc tgg gca gtt 288 
Ala He Thr Asp He Leu Phe Val Leu Thr Leu Pro Phe Trp Ala Val 

85 90 95 

act cat gcc acc aac act tgg gtt ttc age gat gca ctg tgt aaa ctg 336 
Thr His Ala Thr Asn Thr Trp Val Phe Ser Asp Ala Leu Cys Lys Leu 

100 105 110 

atg aaa ggc aca tat gcg gtc aac ttt aac tgt ggg atg ctg etc ctg 384 
Met Lys Gly Thr Tyr Ala Val Asn Phe Asn Cys Gly Met Leu Leu Leu 

115 120 125 

gcc tgt ate age atg gac egg tac att gcc ate gtc cag gca acc aaa 432 
Ala Cys He Ser Met Asp Arg Tyr He Ala He Val Gin Ala Thr Lys 

130 135 140 

tct ttc egg gta cgc tec aga aca ctg acg cac agt aag gtc ate tgt 480 
Ser Phe Arg Val Arg Ser Arg Thr Leu Thr His Ser Lys Val He Cys 
145 150 155 160 

gtg gca gtg tgg ttc ate tec ate ate ate tea age cct aca ttt ate 528 
Val Ala Val Trp Phe He Ser He He He Ser Ser Pro Thr Phe He 

165 170 175 

ttc aac aag aaa tac gag ctg cag gat cgt gat gtc tgt gag cca egg 576 
Phe Asn Lys Lys Tyr Glu Leu Gin Asp Arg Asp Val Cys Glu Pro Arg 
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180 185 190 

tac agg tct gtc tea gag ccc ate acg tgg aag ctg ctg ggt atg gga 624 
Tyr Arg Ser Val Ser Glu Pro lie Thr Trp Lys Leu Leu Gly Met Gly 

195 200 205 

ctg gag ctg ttc ttt ggg ttc ttc acc cct ttg ctg ttt atg gtg ttc 672 
Leu Glu Leu Phe Phe Gly Phe Phe Thr Pro Leu Leu Phe Met Val Phe 

210 215 220 

tgc tat ctg ttc att ate aag acc ttg gtg cag gec cag aac tec aag 720 
Cys Tyr Leu Phe He He Lys Thr Leu Val Gin Ala Gin Asn Ser Lys 
225 230 235 240 

agg cac aga gec ate cga gtc gtg ate get gtg gtt etc gtg ttc ctg 768 
Arg His Arg Ala He Arg Val Val He Ala Val Val Leu Val Phe Leu 

245 250 255 

get tgt cag ate cct cac aac atg gtc etc etc gtg act gcg gtc aac 816 
Ala Cys Gin He Pro His Asn Met Val Leu Leu Val Thr Ala Val Asn 

260 265 270 

acg ggc aaa gtg ggc egg age tgc age acc gag aaa gtc etc gec tac 864 
Thr Gly Lys Val Gly Arg Ser Cys Ser Thr Glu Lys Val Leu Ala Tyr 

275 280 285 

acc agg aac gtg gec gag gtc ctg get ttc ctg cat tgc tgc etc aac 912 
Thr Arg Asn Val Ala Glu Val Leu Ala Phe Leu His Cys Cys Leu Asn 

290 295 300 

ccc gtg ttg tat gcg ttt att gga cag aaa ttc aga aac tac ttc atg 960 
Pro Val Leu Tyr Ala Phe He Gly Gin Lys Phe Arg Asn Tyr Phe Met 
305 310 315 320 

aag ate atg aag gat gtg tgg tgt atg aga agg aag aat aag atg cct 1008 
Lys He Met Lys Asp Val Trp Cys Met Arg Arg Lys Asn Lys Met Pro 

325 330 335 

ggc ttc etc tgt gec egg gtt tac teg gaa age tac ate tec agg cag 1056 

£BfiE# 2004-3029287 
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Gly Phe Leu Cys Ala Arg Val Tyr Ser Glu Ser Tyr He Ser Arg Gin 

340 345 350 

acc agt gag acc gtc gaa aat gat aat gca teg tec ttt ace atg 1101 
Thr Ser Glu Thr Val Glu Asn Asp Asn Ala Ser Ser Phe Thr Met 
355 360 365 

<210> 10 

<211> 367 

<212> PRT 

<213> Mus musculus 

<400> 10 

Met Asn Ser Thr Glu Ser Tyr Phe Gly Thr Asp Asp Tyr Asp Asn Thr 

1 5 10 15 

Glu Tyr Tyr Ser He Pro Pro Asp His Gly Pro Cys Ser Leu Glu Glu 

20 25 30 

Val Arg Asn Phe Thr Lys Val Phe Val Pro He Ala Tyr Ser Leu He 

35 40 45 

Cys Val Phe Gly Leu Leu Gly Asn He Met Val Val Met Thr Phe Ala 

50 55 60 

Phe Tyr Lys Lys Ala Arg Ser Met Thr Asp Val Tyr Leu Leu Asn Met 
65 70 75 80 

Ala He Thr Asp He Leu Phe Val Leu Thr Leu Pro Phe Trp Ala Val 

85 90 95 

Thr His Ala Thr Asn Thr Trp Val Phe Ser Asp Ala Leu Cys Lys Leu 

100 105 HO 

Met Lys Gly Thr Tyr Ala Val Asn Phe Asn Cys Gly Met Leu Leu Leu 

115 120 125 

Ala Cys He Ser Met Asp Arg Tyr He Ala He Val Gin Ala Thr Lys 

aifiE# 2004-3029287 
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130 



135 



140 



Ser Phe Arg Val Arg Ser Arg Thr Leu Thr His Ser Lys Val He Cys 
145 150 155 160 

Val Ala Val Trp Phe He Ser lie He He Ser Ser Pro Thr Phe He 

165 170 175 

Phe Asn Lys Lys Tyr Glu Leu Gin Asp Arg Asp Val Cys Glu Pro Arg 

180 185 190 

Tyr Arg Ser Val Ser Glu Pro He Thr Trp Lys Leu Leu Gly Met Gly 

195 200 205 

Leu Glu Leu Phe Phe Gly Phe Phe Thr Pro Leu Leu Phe Met Val Phe 

210 215 220 

Cys Tyr Leu Phe He He Lys Thr Leu Val Gin Ala Gin Asn Ser Lys 
225 230 235 240 

Arg His Arg Ala He Arg Val Val He Ala Val Val Leu Val Phe Leu 



Ala Cys Gin He Pro His Asn Met Val Leu Leu Val Thr Ala Val Asn 

260 265 270 

Thr Gly Lys Val Gly Arg Ser Cys Ser Thr Glu Lys Val Leu Ala Tyr 

275 280 285 

Thr Arg Asn Val Ala Glu Val Leu Ala Phe Leu His Cys Cys Leu Asn 

290 295 300 

Pro Val Leu Tyr Ala Phe He Gly Gin Lys Phe Arg Asn Tyr Phe Met 
305 310 315 320 

Lys He Met Lys Asp Val Trp Cys Met Arg Arg Lys Asn Lys Met Pro 

325 330 335 

Gly Phe Leu Cys Ala Arg Val Tyr Ser Glu Ser Tyr He Ser Arg Gin 

340 345 350 

Thr Ser Glu Thr Val Glu Asn Asp Asn Ala Ser Ser Phe Thr Met 
355 360 365 



245 



250 



255 
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<210> 11 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<221> misc_feature 

<223> Oligonucleotide designed to act as primer for amplifying fragment 
of rat MIP-3a gene transcript. 

<400> 11 

20 

agaatggcct gcaagcatct 

<210> 12 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<221> misc_feature 

<223> Oligonucleotide designed to act as primer for amplifying fragment 
of rat MIP-3« gene transcript. 

<400> 12 

21 

tgcagaggta agccagcagt a 

<210> 13 
<211> 1502 
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<212> DNA 

<213> Rattus norvegicus (kidney) 

<220> 

<221> CDS 

<222> (343) . . (1443) 

<223> 

<400> 13 

tgtattgaag acagaacact tgtggtaaga cacccacccc cgggagggcg aagaacaagc 60 
cacacactgc tttgaagagt ccagccccaa gcagaactgc aagggcagac actgttctgg 120 
ccacctgcag tttgaagtca tcactttcaa tccccctgtg actagggcca gggtcttcac 180 
acctgcgaga ggaagcaaag atctaagcaa tctgaatttt aagagagaaa ctgcagctgt 240 
cggtttgtgg gccggaacat tattggactg gagcctggac aagcactaag gcgggggtac 300 
ctggccagcc cacttcggag ctcagcgttt ccttgggaaa eg atg aat ttc ace 354 

Met Asn Phe Thr 

1 

gag gec aac tac gga atg gaa gat tat act ggc tea gat tac tct atg 
Glu Ala Asn Tyr Gly Met Glu Asp Tyr Thr Gly Ser Asp Tyr Ser Met 
5 10 15 20 

ttt cca gag acc gag cca tgc tct ctg caa gag gtc aga gac ttc acc 
Phe Pro Glu Thr Glu Pro Cys Ser Leu Gin Glu Val Arg Asp Phe Thr 

25 30 35 

aag gtg ttc gtg cca ate gec tac tec tta ate tgt gtc ttt ggc etc 
Lys Val Phe Val Pro He Ala Tyr Ser Leu He Cys Val Phe Gly Leu 

40 45 50 

ctt ggc aat att atg gtg gtg ata acc ttt gec ttc tac aag aaa gee 
Le U Gly Asn He Met Val Val He Thr Phe Ala Phe Tyr Lys Lys Ala 
55 60 65 



402 



450 



498 



546 
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tec atg act gac gtc tac eta ttg aac 
Arg Ser Met Thr Asp Val Tyr Leu Leu Asn 

70 75 
etc ttt gtc etc ace eta cca ttc tgg gca 
Leu Phe Val Leu Thr Leu Pro Phe Trp Ala 
85 90 
act tgg ate ttt ggc aac acg atg tgt aaa 
Thr Trp He Phe Gly Asn Thr Met Cys Lys 
105 HO 
gcg gtc aac ttt aac tgt ggg atg ctg etc 
Ala Val Asn Phe Asn Cys Gly Met Leu Leu 

120 125 
gac egg tac att gee ate gtc cag gcg ace 
Asp Arg Tyr He Ala He Val Gin Ala Thr 

135 140 
tec aga aca ctg acg cac agt aag gtc ate 
Ser Arg Thr Leu Thr His Ser Lys Val He 

150 155 
gtt tec ate ate ate tea age ccc aca ttc 
Val Ser He He He Ser Ser Pro Thr Phe 
165 170 
aag ctg cag ggc cgt gat gtc tgc gag cct 
Lys Leu Gin Gly Arg Asp Val Cys Glu Pro 
185 190 
gag ccc ate acg tgg aaa ctg ctg ggc atg 
Glu Pro He Thr Trp Lys Leu Leu Gly Met 

200 205 
ggc ttc ttc ate cct ttg ctg ttt atg gtg 
Gly Phe Phe He Pro Leu Leu Phe Met Val 



atg gee 
Met Ala 
80 

gtt act 
Val Thr 
95 

ctg atg 
Leu Met 

ctg gee 
Leu Ala 

aaa tct 
Lys Ser 

tgt ctg 
Cys Leu 
160 
ttc ttc 
Phe Phe 
175 

cag tac 
Gin Tyr 



ate aca gac ata 
He Thr Asp He 



594 



cat gee 
His Ala 

aaa ggc 
Lys Gly 

tgt ate 
Cys He 
130 
ttc egg 
Phe Arg 
145 

acg gtg 
Thr Val 

aac aag 
Asn Lys 



gga etc 
Gly Leu 

ttc tgt 
Phe Cys 



aag etc 
Lys Leu 

gag ctg 
Glu Leu 
210 
tac ctg 
Tyr Leu 



act gac 
Thr Asp 
100 
acg tat 
Thr Tyr 
115 

age atg 
Ser Met 

gta cgc 
Val Arg 

tgg ttc 
Trp Phe 

caa tac 
Gin Tyr 
180 
gtc teg 
Val Ser 
195 

etc ttt 
Leu Phe 



642 



690 



738 



786 



834 



882 



930 



978 



ttc ate 
Phe He 



1026 
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1122 



1170 



215 220 225 

ate aag acc ttg gtg cag gec cag aat tec aag agg cac aga gee ate 1074 
He Lys Thr Leu Val Gin Ala Gin Asn Ser Lys Arg His Arg Ala He 

230 235 240 

cga gtc gtg att get gtg gtt etc gtg ttc ctg get tgt cag ate cct 
Arg Val Val He Ala Val Val Leu Val Phe Leu Ala Cys Gin He Pro 
245 250 255 260 

cac aac atg gtc etc etc gtg act gca gee aac acg ggc aaa atg ggc 
His Asn Met Val Leu Leu Val Thr Ala Ala Asn Thr Gly Lys Met Gly 

265 270 275 

cgc age tgc age gee gag aaa gee etc gee tac gec agg aat gtg get 1218 
Arg Ser Cys Ser Ala Glu Lys Ala Leu Ala Tyr Ala Arg Asn Val Ala 

280 285 290 

gag gtc ctg get ttc ctg cac tgc tgt etc aac ccc gtg ttg tat gec 1266 
Glu Val Leu Aia Phe Leu His Cys Cys Leu Asn Pro Val Leu Tyr Ala 

295 300 305 

ttc att gga cag aaa ttc aga age tac ttc atg aag ate atg aag gat 1314 
Phe He Gly Gin Lys Phe Arg Ser Tyr Phe Met Lys He Met Lys Asp 

310 315 320 

gtg tgg tgt atg agg agg aag age aag gtg cct acc ttc ttc tgt gec 
Val Trp Cys Met Arg Arg Lys Ser Lys Val Pro Thr Phe Phe Cys Ala 
325 330 335 340 

egg gtt tac tea gaa age tac ate tec agg cag acc agt gag act gta 
Arg Val Tyr Ser Glu Ser Tyr He Ser Arg Gin Thr Ser Glu Thr Val 

345 350 355 

gaa aat gac aac gca teg tec ttt acc atg taa cacgagagca caaagcagca 
Glu Asn Asp Asn Ala Ser Ser Phe Thr Met 

360 365 
tgccccgaaa gcctttgtga aacttgetat tacatgtga 1502 



1362 



1410 



1463 
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<210> 14 
<211> 366 
<212> PRT 

<213> Rattus norvegicus 
<400> 14 

Met Asn Phe Thr Glu Ala Asn Tyr Gly Met Glu Asp Tyr Thr Gly Ser 
15 10 15 

Asp Tyr Ser Met Phe Pro Glu Thr Glu Pro Cys Ser Leu Gin Glu Val 

20 25 30 

Arg Asp Phe Thr Lys Val Phe Val Pro He Ala Tyr Ser Leu He Cys 

35 40 45 

Val Phe Gly Leu Leu Gly Asn He Met Val Val He Thr Phe Ala Phe 

50 55 60 

Tyr Lys Lys Ala Arg Ser Met Thr Asp Val Tyr Leu Leu Asn Met Ala 
65 70 75 80 

He Thr Asp He Leu Phe Val Leu Thr Leu Pro Phe Trp Ala Val Thr 

85 90 95 

His Ala Thr Asp Thr Trp He Phe Gly Asn Thr Met Cys Lys Leu Met 

100 105 110 

Lys Gly Thr Tyr Ala Val Asn Phe Asn Cys Gly Met Leu Leu Leu Ala 

115 120 125 

Cys He Ser Met Asp Arg Tyr He Ala He Val Gin Ala Thr Lys Ser 

130 135 140 

Phe Arg Val Arg Ser Arg Thr Leu Thr His Ser Lys Val He Cys Leu 
145 150 155 160 

Thr Val Trp Phe Val Ser He He He Ser Ser Pro Thr Phe Phe Phe 
165 170 175 
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Asn Lys Gin Tyr Lys Leu Gin Gly Arg Asp Val Cys Glu Pro Gin Tyr 

180 185 190 

Lys Leu Val Ser Glu Pro He Thr Trp Lys Leu Leu Gly Met Gly Leu 

195 200 205 

Glu Leu Leu Phe Gly Phe Phe He Pro Leu Leu Phe Met Val Phe Cys 

210 215 220 

Tyr Leu Phe He He Lys Thr Leu Val Gin Ala Gin Asn Ser Lys Arg 
225 230 235 240 

His Arg Ala He Arg Val Val He Ala Val Val Leu Val Phe Leu Ala 

245 250 255 

Cys Gin He Pro His Asn Met Val Leu Leu Val Thr Ala Ala Asn Thr 

260 265 270 

Gly Lys Met Gly Arg Ser Cys Ser Ala Glu Lys Ala Leu Ala Tyr Ala 

275 280 285 

Arg Asn Val Ala Glu Val Leu Ala Phe Leu His Cys Cys Leu Asn Pro 

290 295 300 

Val Leu Tyr Ala Phe He Gly Gin Lys Phe Arg Ser Tyr Phe Met Lys 
305 310 315 320 

He Met Lys Asp Val Trp Cys Met Arg Arg Lys Ser Lys Val Pro Thr 

325 330 335 

Phe Phe Cys Ala Arg Val Tyr Ser Glu Ser Tyr He Ser Arg Gin Thr 

340 345 350 

Ser Glu Thr Val Glu Asn Asp Asn Ala Ser Ser Phe Thr Met 
355 360 365 

<210> 15 
<211> 1309 
<212> DNA 

<213> Rattus norvegicus (liver) 
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<220> 

<221> CDS 

<222> (150) . . (1250) 

<223> 

<400> 15 

gcatctcact acccgtctct caatgagcac cgctggttgt gcctgtcaac agaatagtcc 60 
tctcacactt aggactggag cctggacaag cactaaggcg ggggtacctg gccagcccac 120 
ttcggagctc agcgtttcct tgggaaacg atg aat ttc acc gag gcc aac tac 173 

Met Asn Phe Thr Glu Ala Asn Tyr 

1 5 

gga atg gaa gat tat act ggc tea gat tac tct atg ttt cca gag acc 221 
Gly Met Glu Asp Tyr Thr Gly Ser Asp Tyr Ser Met Phe Pro Glu Thr 

10 15 20 

gag cca tgc tct ctg caa gag gtc aga gac ttc acc aag gtg ttc gtg 269 
Glu Pro Cys Ser Leu Gin Glu Val Arg Asp Phe Thr Lys Val Phe Val 
25 30 35 40 

cca ate gcc tac tec tta ate tgt gtc ttt ggc etc ctt ggc aat att 317 
Pro He Ala Tyr Ser Leu He Cys Val Phe Gly Leu Leu Gly Asn He 

45 50 55 

atg gtg gtg ata acc ttt gcc ttc tac aag aaa gcc agg tec atg act 365 
Met Val Val He Thr Phe Ala Phe Tyr Lys Lys Ala Arg Ser Met Thr 

60 65 70 

gac gtc tac eta ttg aac atg gcc ate aca gac ata etc ttt gtc etc 413 
Asp Val Tyr Leu Leu Asn Met Ala He Thr Asp He Leu Phe Val Leu 

75 80 85 

acc eta cca ttc tgg gca gtt act cat gcc act gac act tgg ate ttt 461 
Thr Leu Pro Phe Trp Ala Val Thr His Ala Thr Asp Thr Trp He Phe 
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90 

ggc aac acg 
Gly Asn Thr 
105 

aac tgt ggg 
Asn Cys Gly 

gcc ate gtc 
Ala He Val 

acg cac agt 
Thr His Ser 
155 

ate tea age 
He Ser Ser 

170 
cgt gat gtc 
Arg Asp Val 
185 

tgg aaa ctg 
Tip Lys Leu 

cct ttg ctg 
Pro Leu Leu 



atg tgt 
Met Cys 

atg ctg 
Met Leu 
125 
cag gcg 
Gin Ala 
140 

aag gtc 
Lys Val 

ccc aca 
Pro Thr 

tgc gag 
Cys Glu 

ctg ggc 
Leu Gly 
205 
ttt atg 
Phe Met 
220 

cag aat 
Gin Asn 



95 
aaa ctg 
Lys Leu 
110 

etc ctg 
Leu Leu 

ace aaa 
Thr Lys 

ate tgt 
He Cys 

ttc ttc 
Phe Phe 
175 
cct cag 
Pro Gin 
190 

atg gga 
Met Gly 

gtg ttc 
Val Phe 



tec aag 
Ser Lys 



gtg cag gcc 
Val Gin Ala 
235 

get gtg gtt etc gtg ttc ctg 



atg aaa ggc 
Met Lys Gly 

gcc tgt ate 
Ala Cys He 
130 

tct ttc egg 
Ser Phe Arg 

145 
ctg acg gtg 
Leu Thr Val 
160 

ttc aac aag 
Phe Asn Lys 

tac aag etc 
Tyr Lys Leu 

etc gag ctg 
Leu Glu Leu 
210 

tgt tac ctg 
Cys Tyr Leu 

225 
agg cac aga 
Arg His Arg 
240 

get tgt cag 



100 
acg tat 
Thr Tyr 
115 

age atg 
Ser Met 

gta cgc 
Val Arg 

tgg ttc 
Trp Phe 

caa tac 
Gin Tyr 
180 
gtc teg 
Val Ser 
195 

etc ttt 
Leu Phe 



gcg gtc 
Ala Val 

gac egg 
Asp Arg 

tec aga 
Ser Arg 
150 
gtt tec 
Val Ser 
165 

aag ctg 
Lys Leu 

gag ccc 
Glu Pro 

ggc ttc 
Gly Phe 



aac ttt 
Asn Phe 
120 
tac att 
Tyr He 
135 

aca ctg 
Thr Leu 

ate ate 
He He 

cag ggc 
Gin Gly 

ate acg 
He Thr 
200 
ttc ate 
Phe He 
215 

ace ttg 
Thr Leu 



ttc ate ate aag 
Phe He He Lys 
230 

gcc ate cga gtc gtg att 
Ala He Arg Val Val He 
245 

ate cct cac aac atg gtc 



509 



557 



605 



653 



701 



749 



797 



845 



893 



941 
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Ala Val Val Leu Val Phe Leu Ala Cys Gin He Pro His Asn Met Val 

250 255 260 

etc etc gtg act gca gec aac acg ggc aaa atg ggc cgc age tgc age 989 
Leu Leu Val Thr Ala Ala Asn Thr Gly Lys Met Gly Arg Ser Cys Ser 
265 270 275 280 

gee gag aaa gec etc gee tac gec agg aat gtg get gag gtc ctg get 1037 
Ala Glu Lys Ala Leu Ala Tyr Ala Arg Asn Val Ala Glu Val Leu Ala 

285 290 295 

ttc ctg cac tgc tgt etc aac ccc gtg ttg tat gee ttc att gga cag 1085 
Phe Leu His Cys Cys Leu Asn Pro Val Leu Tyr Ala Phe He Gly Gin 

300 305 310 

aaa ttc aga age tac ttc atg aag ate atg aag gat gtg tgg tgt atg 1133 
Lys Phe Arg Ser Tyr Phe Met Lys He Met Lys Asp Val Trp Cys Met 

315 320 325 

agg agg aag age aag gtg cct acc ttc ttc tgt gec egg gtt tac tea 1181 
Arg Arg Lys Ser Lys Val Pro Thr Phe Phe Cys Ala Arg Val Tyr Ser 

330 335 340 

gaa age tac ate tec agg cag acc agt gag act gta gaa aat gac aac 1229 
Glu Ser Tyr He Ser Arg Gin Thr Ser Glu Thr Val Glu Asn Asp Asn 
345 350 355 360 

gca teg tec ttt acc atg taa cacgagagca caaagcagca tgccccgaaa 1280 
Ala Ser Ser Phe Thr Met 
365 

gcctttgtga aacttgetat tacatgtga 1309 

<210> 16 
<211> 25 
<212> DNA 
<213> Artificial 
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<220> 

<223> Oligonucleotide designed to act as primer for amplifying CCR6 
cDNA derived from rat kidney. 

<400> 16 

tgtattgaag acagaacact tgtgg 25 

<210> 17 

<211> 28 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying CCR6 
cDNA derived from rat kidney or rat liver. 

<400> 17 

tcacatgtaa tagcaagttt cacaaagg 28 

<210> 18 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying CCR6 
cDNA derived from rat liver. 
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<400> 18 



gcatctcact acccgtctct c 



21 



<210> 19 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying fragment 
of rat CCR6 gene transcript. 

<400> 19 

ggacgatgcg ttgtcatttt c 21 

<210> 20 

<211> 22 

<212> DNA 

<213> Artificial 



<223> Oligonucleotide designed to act as primer for amplifying fragment 
of rat CCR6 gene transcript. 

<400> 20 



<220> 



ccgcagctgc agcgccgaga aa 



22 



<210> 21 



<211> 20 
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<212> DNA 
<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying fragment 
of rat CCR6 gene transcript. 

<400> 21 

gtgcccgggt ttactcagaa 20 
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